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(57) Abstract 

Compounds represented by general formula (I), nontoxic salts thereof or hydrates of the same; and peroxisome proliferator-activated 
receptor regulating agents containing the same as the active ingredient, wherein each symbol is as defined in the specification. Because of 
having an effect of regulating PPAR receptor, the compounds of the general formula (I) are useful as hypoglycemic agents, lipid-lowering 
agents, preventives and/or remedies for diseases associating metabolic errors (diabetes, obesity, syndrome X, hypercholesterolemia, 
hyperlipoproteinemia, etc.). hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, overeating, ischemic heart diseases, etc, HDL 
cholesterol-elevating agents, LDL cholesterol and/or VLDL cholesterol-lowering agents and drugs for relieving risk factors of diabetes or 
syndrome X 
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«SJtT'3~2 OTOSB^^:^ & (fttttt*) fciDiT, 0*C-»«E 
(3) — jRS (I) ^m^ti^it^<Dn%, R l i> J: CFC 0 O R 7 <£> ? *> <£> 
(1-3) 




R 1_2 i5«tO f COOR7-2(i^^^ R l^j :0 r c0 OR7i : ig l: jg 
Efcfc^b-To fcrtf L, Ri-z^iJfCOOR 7-2(7)^ t > ^^< £ & i oo 

fc-fo ) ^ssftMb^iiMfe-issS; (i-i) t-^^^^^^^t^ 



50 



WO 99/46232 PCT/JP99/01 134 



a^*«:fflv»T 0-40 W%£t'?ft%t>tiZ 0 

io mmk cant m&m <> t < « £ *i oa^* o- 

15 m Wilt "CX*, h/l/x^*) , ^rh^m («ittf, 

■x.^ h >30 , -F'J ^ (0!x.lf, 7-fe h - h V N 7 < (« 

±OS^iIf] «K ^cX<bttjft (01*. If, A'7y'7A-^ 

20 ^x-^a^) <Dft&T. mum witf, got im> <kM&mm, 

HU fh77)i/tn*7lSf) *fctt£«tt (01*. If, p-Mio^A 

2 0 OTCOfiftTfffcfcitS. &£fl§v>£*§£-Kli x -?-<7>££J8v>T & i v» 0 
25 (4) HK5* (I) ?*$ft<Mb^©-?*>, R*#2, 4-f7'/V^ 

5 -4)l>&*Ut> U R 1 *>04>£ < £ 4— oo&tfT $.;&*Ut> 
-fit*®, 1-4fc*HRS; (1-4) 
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(R 1-3 )n 




(1-4) 



10 



15 



M&Id. x. If, 7 ;w * y jD*fl^ &£&#T C 6 it h mmBUB. MM 

■ 

it * + xfx^s, t - 7 f - fl^is J: ^ > v if ti h -5- it 



Organic 



20 T^y^O^SSt LTti, ^>?X':i-*i'*/Mt-;i/fe t-7r-*v#;U 

MRmzMm"?ZZ&'?$>ft>imfcm.feZti%\,* 0 fl£|fT. W. Greene, 
Protective Groups in Organic Synthesis, Wiley, New York, 1991 Cf2ffc£ tltz i> <Otf 
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HK5S (n) > (ffl) , (IV) , (V) (VI) X~7fi2tiZ>it£m\±. * 

Mz.\i. HB3S: (n) ?mZit2>it&to<Oi*>. 2- (5->f^-2-7x 
- % /- * - 4 - 4 *) JL?S-)\s H J. Med Chem., 41, 5037-5054 (1998) 

5 l2mo73 ^ XMikt £ C fc **T § * . 

-HRA-OV) „ (V) £J:CF (VI) ^SftMfc^i&TOSS 

A4-i :f^JtiiCl-47^u>i; 

A 4 -2 : -c 1 - 4 7**1' >-0-£ifc»i-C 1-47M1/V-S- 

tm s c n : h >; * v *->7- K ; 

15 Ph 3 P : h'J7x-^tx7o; 

ADDP : 1, 1' - (7 ***-*) vlf^VvVo 
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1 



11-1 



\\ _d3 Homer-Emmosl^l 

v 

(vn) 



R 8 R 9 

R n.i^y^ (CH2)„-2"C-COOH 

A (Vffl) 



,11-1 



» R 8 R B 

(CH2)o-2-C - COOR 7 " 1 

A (K) 



,11-1 

' r5- 



R 8 R 9 

\ 1 

(CH 2 ) 0 - 1 -C-COOR 7 - 1 



11-1 



R 8 R 9 
(CH^-C-COOR 7 " 1 



(X-l) 



(X-2) 
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Rl1-1_/( CH 2)0-3- COOR7 ' 1 R 11 -W (Ch2)0 " 3 " CHO 

(xi) (xn) 

pii.r .(CH^-OH Rii-i^/* 0 "^-*" 0 " 

(XIV) (XV * 

R 8 R 9 

r1 ,i .(CH^^-R- R^VcOOR™ 

*vMfc ^(j- D3 (XVH) 



R 

A 3 " 

(XVI) 



R 8 R 9 

\ / 



,«.« A^-C-COOR 7 ' 1 



A 3 

(V-2) 
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3 



R 8 R 9 

\ / 



n.1 A^-C-COOR 71 

3" J A 4 — C-COOR 7 ' 1 



< . R 8 R 9 

\ / 



A 3 R1K8K(& R 1 V^/ 

< v:i > - T> 



R 3 

A 3 ^ 

,1M A^-C-COOR 71 



R 8 R 9 



R 3 

A 3 ^ 

(V-2) 
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CHO 



(R")h J* 
(cyc^Cycy- 

(n) 



Y^-R 3 



A 1 - OH 



(xvm-i) 



Ph 3 P, ADDP 



,11 



CHO 



(R V1 )n ? 



(IV) 



R io (xvm-2) 

K 2 C0 3 



T>* 3 



(XK) 



TMSCN, 
Znl 2 ■ 



A 1 -A 2 



OH 
R 3 



soci. 



(XX) 



XVk x 

(c^Hc^a 1 -aY^ 



CN 
R 3 



(VI) 
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10 h V^f-;WT5 > % *?-/U7$>, ^^f-^T5^ % v^n^>f-;i/ 

vH^ftfi, ^x^, 3cJ&#Bbfi. *9>*)V*>m&, 

20 



mmmm 

PPAR a 7^-7. PPARy 7^* h J: VP P A R $ 7 =T 
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1) HhPPARa, 7 ttzit 5ff#tffiv^:;>y7x7- GTvkJ <D# 

f ^ > 4f~ (T K) ^ D qE -> -iil T O £ * 7 x 7 - 

^^^-tLT, PicaGene Basic Vector 2 (i£i?a£, IC^M ^tt, *^n^ No. 
309-04821) ^e.^>7i7- tf^ii&fE^ £ $ *) ffi U TK^n^-^-^i 
opTKjS (?n>r^tt, * * n y No. 6179-1) ^t.£>ff/h07'n^- 
10 ?-fSttUTK7 p n*-^- (-105/+51) 3tETO^v7i7— tfjtiS 

£*lE¥B3P?*SGa 1 4£fi«)I&£ESk UAS*4EHI»)igLfei>^ 
BWfcJfAU 4XUAS — TK — Lu c. £<ggU U#-*-Sf5 

15 E7fl#-*1 : Ga 1 4 5GJ&gE^*£0jILfcxWN>^--E?!| 

5'-T(CGACGGAGTACTGTCCTCCG)x4 AGCT-3' 

a 1 4SS^DNAjg^^O*;w**^v;i/^3g^p'9$^t h p 

PARo, 7 tfcl±d£&W) K«tefc**»'fr$'£fc** 7g##g 

S^USI"*^ ^ -SrJttTOJ: 7 KffoftLfco 1" 4 *> *>> PicaGene Basic Vector 
20 2 (M£, jjC&'f *^n^No. 309-04821) £^#31^* ? - L 

G a I 4g&ODNA*££^&> 1#B*»?> 1 4 7#§ £ "COT S 7&EF!) 

*a - K1-&DNAT*Ct hPPAR 7 tfcliSWJsirJ' K*frfr« 
25 J** a- Ki-iDNA#7I/-A#^ J: 7 KItfrLT, PicaGene Basic Vector 2 



59 



WO 99/46232 PCT/JP99/01134 



ff> Klfr&ftttOT S J J&ftKlt S V - 4 0 T-antigenfi^O^^ff 

Al aProLysLysLy sArgLysVa 1G1 y (E?9#-^2 ) £ 

LXs /f ;/7^i;/fOA?/W->xe TyrPro 
TyrAspVa lProAspTyrAl a (E?!!!^ 3 ) tSJi^lhn K 



fc^Ufrli, R. Mukherjee <b (J. Steroid Biochem. Molec. Biol., 51, 157 (1994)#B3) % 
10 ME. Green h (Gene Expression., 4, 281 (1995)#£0 * A Hbrecht^ (Biochem 
Biophys. Res. Commun., 224, 431 (1996) # j£ i tz l± A Schmidt^ (MoL 
Endocrinology., 6, 1634 (1992)#JH) KfEfcS r- P P A RggWIfgJfc^ 

tfPPARo'J ifV Ktt-frfci* : S e r W-Ty r*« 

15 H hPPAR / V if"y Vm&ffi& : S e r 176-t y 

hPPARd 'J K*fr£MT: S e r i39_Ty r*» 

(thPPAR7lSM> tfPPAR7 2$^-eiiSe r204-Ty r 506 
K*£U ^<raCJfi3feE9!-C*-5 0 ) *3-K1-*DNA*ttfflLfc 0 tfc* 

20 fcG a 1 4g6 0DNAi££iiigu 1 #S^^> 1 4 7§g Jf^)7 ^ y ®E?!l 
0*1:3- Kt£DNA£;ft£f&S^*-&#^TPgL£o 

2) thPPARfl, 7 ttziid^^m^tz^i/y^^— VTy*<< 

m^mtLxm»izcv-immti$mzfe<>T%mLizo -f r 

;u^7 33fc^>T-r;^^ (DMEM) K^EJJBjfiLJt (GIBCO BRL*±, 
25 ^ No. 26140-061) 0 J: 9 Ki&tfOU ?t>i:|fill5 0U/ 
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m 1 o^-vV >Gb 5 0 ft g/m 1 OffitR* h 1/7 F"? 4 i/> * JO 

Ct, 5 3 7t:-cJ&*t^ 

U#-*-atfc?\ Ga 1 4 -PPARS&^**-OiiDNA£a±iitt 
^SA1" h f7^7i^v3 >C|fcU TO$:?-*i>l 0 cm dishK2 X 

- m ro m i £2nr£ * -m.m=? 10^ g> G a 1 4 — P PARM^ 

?*-0.5// g LipofectAMINE G3S£, GIBCOBRLtt, il * v ? No. 18324- 
012) 5 0^ 1 * i < ffitt U ±ffi^*dishtc^fin L£ 0 3 7 *CT*ig*£ 5-6 
B#Wtt»7\ 10ml OiSflr^M&JBJliU* (GIBCO BRLtfc, * 9 D $r No. 26300-061) 
10 2 0 %*-£tr*&**in*.fco 3 7*C-C-lft«* Lfclk h V 7v 

Jt ot^tH, 8000 cells/ 10 0ml DMEM— 1 0 %2*fjflL»AwsB©ai 

ftao2fif»ft**tr*ISWk'&*ODMEM- 1 0%a*fJflL»»«[l 0 0 
ft 1 *r«ajOLfc. 3 7*C-C4 2l»mJff*U fflflfe«r*j»$^ tttCftoT*- 
15 ->7z5- tfffitt*»eLfc. 

P P AR o7^ hffittfcWLTIi, P PAR a LT^SC^->7 i 

« 

9-4fJM^OCTtflHtft^S*ll^Mft'»*>^*'f^V>' (Eur. J. 
Biochem., 221, 242 (1996) ; Genes & Development, 1Q, 974 (1996)#M) 10// 

20 *tt£t££^2 1 CSLfc. 

PPAR7 7^-7 hi&ttfcWLTMU PPAR7 C*fLT**IC^'>7x 
7 - -If flHt-f § S , .'i"C CjMW*T*1 £ LT± H) $ tlX V» -5 , 

NH4*MMfc4M& h n ^ 'J ^ V > (CelL, 83, 863 (1995), Endocrinology., 137, 4189 
(1996)£ X tfJ. Med. Chem., 22, 665 (1996)#83) 1 0 M M&M 0^v7x7- 
25 -tfi&te* 1.0* L£ b § ©*3Hlft^(ll.0^ M^iJD^Offi^fg^^^ 2 2 fc* 

* 



WO 99/46232 PCT/JP99/01134 

tit i©^>7x7- Zm&mZl.Ot U *f£^t^Offl*ti&&£^2 3 \Z 



U2 1 







mmmz (5) 
%mn 2(11) 
%mm 2(12) 


2. 1 

0. 8 

3. 2 

1. 7 


^2 2 






H&fll 2(12) 


1. 4 
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2 3 





mm (hm) 

0 1.0 10.0 


%W^2 (2 2) 
HifeflI2 (9 3 ) 


1. 0 9.3 6 6.7 
1. 0 3 6.1 5 4. 7 
1.0 11.9 6 1.6 



Jt&KKAy/Ta^* * (1»7E) £7gf* (#S3 5-4 0 g) "CAffi^ ft 

UKRI^B (OB) x J: tFjfiL^Bi© (FV^V-teV K (TG) 

flO ££^< JSWt*fxfcv\ IHJ:t)2BM, #1193^% £0.03% (w/w) 



2 4 





(mg/dl) TG€ (mg/dl) 
3B 3B 


=r > V u—)V 

%Vm2 (1 2) 
*i!]|38.9mg/kg/day (151*11) 


495 ±35 558 ±107 
214±19* 221 ±66* 



* : p<0.01 v$n>Yx3-)V (1£7E) 
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m&sdvvy (i»7ge) * 6 arc */vm-ycT, ia 

9SfMH^B (OB) 9:00fcJ5ttR*&$fc|fiiU JfiL^BIM (hV^V 
■teV K (TG) ft) , jSJSIJiJKK (NEFA) , ^^fD-;P (TC) « 

'fc"J:4^»t't'ff4v\'#^^^-^-o»MSS:*^IRjcL7t:o iB> 17:00 
H ^cl&iJHfr^ttJ ^ 0. 5 % ^ ^ ^ v ^ f - ;v -fe ;u n - 7. (CMC) MlCTii 

^m§8& i b§9: ooizmmmu&izft % v\ ^n^^^s^^jfli^jn® 

(TG, NEFA, TCtt) £8»5£L£o tt**£E2 5 fcjjr*-. $S£l£ 
fk-^til OmgX3/k«/dayCffP|£#*ff4ofco &t«l±3> 

m.2 5 





TCM TGli NEFA-fg 
(mg/dl) (mg/dl) (^Eq/I) 


a y hn-ji/ 
Hifefll 2(12) 


188±5 147±9 489 ±66 
70±5** 100±14* 178±14" 



* : p<0.05 vs i y y o - )V (1 wm) 
** : p<0.01 vs3Vfn-;i/ (18I7E) 



KKAy/Ta^ * 7 \Z& »t S JflUt* £ WifltRfiTtt/B fill ^^Bilftl^O 
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* 

5 mm 

10 dMMktag** Wis X XT/ i tz \t ri$m\ , HDL^Wd- a^JWW n 
LDLaWQ-^JtlF/SfcttVLDLa l/Xfn-^^i, 

*tfcO**ntttt#fcPPAR a 7=f-* hfft8£iO r /£fcfiPPARr 7=f 

15 =*MUB**fL-Cv»Sfci6, Jfilff»T*!U lltKffiT*k tt&ffi* Kit. v> 
K n — a x x |3l/^fn-;i/ii, B ! J #£6Jfo£^©ft#^g:gSJ&, Suit 

jfli^, iftE^b^ %ms~ mm%%&&. m-km%<D : f'®£ xv/ttz&fe 

mm, HDL3W^fn-;HM, LDL ^V^T-v-frS XTT/*fz\± 
ft£> OTlt*tWi P P A R £ 7^-7. hflMBfc#LTv**fci&, HDLni/7f 
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mm 

5 tmnstfi^^o 



10 feli*gPWS4$^ e 

ii'S'x J£A— Afcfc 0 , llitcoi, 1 mg #*<b lOOOmg O^IST, 
1 B 1 0*fcftB&P£#$*i*;K ifcl±jftA-A*fc»K 10»wO§ % 0.1 
mgHlOOmg^l^ 1 B 1 ®frt>%L®&&n&5- L < li, ft 
15 SitStf\ Sfcli 1 B 1 R*n*fe 2 4 P$n0f6S?Mtrtlc$tt& 

& o 

<Dtii\ itz\±mm (7? Y-x, •?>- h-^K ^/Pa-x, Sgfcjg B a a -b 
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■ 

mm. mmm. %im* tmau mm, v&m. mmw&z&t 

tzimvmMKmmLx&mt z> z t i>xz z> o 

g*^*> tmzxnmztizmm. *m sua, 771/ 
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ttOS£:^l^ffl£|f:*B#ltg 2,868,691 J: tflW3,095,355 f-£pL 
5 <Ett$ilTV»S. 



15 

3 h^fvpi f^ri^yXT^ffc K 



20 3 -tKn*^>X7A/7HK (20g) > * dd^ )V 
(25ml) is X V ?u \£)V^)VT < > ( 1 1 4 m 1 ) ^ffyH K 
H77> (3 0 0ml) »fc*M£TlttaH*Lfc 0 

JtraaAStdc-ra&ftfru v*a?§&£& n 



£ Kafe-r S & Oft & 



O 
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i) -cigL, TU®&m%i- znmit&m (2 3g) *mz 0 

TLCrRf 0.65 (^^r-^^ I gfc&JL-^;l/=3 II); 

NMR (CDCI3) : 5 9.98 (s, 1H), 7.42-7.56 (ra, 3H), 7.30 (m, 1H), 5.24 (s, 2H), 
3.50 (s, 3H) 0 

3 f^v* h^v^>v;i/T^3-;u 




iSftT^^-CA'Jf (6 90mg) b7HKn77> (60 
ml) 1 "e^att^fk^® (3.0g) Orh7tKn77> 

(4 0ml) &&£2jD;i, MST3 OfrWLfflfrLtZo ^%&&m^imW®. 
i-h') V^fr®WL&£ xm&-? 7*^*7 VZh&Ltzi hfo 

Ji^;i/=3 : 1) -CiSL, TE%^«r^1-^^^k^ (2.5g) 
TLC:Rf 0.39 (^*^ ^ : gfc$p^;W=3 : l); 

NMR. (CDCI3) : 8 7.25 (t, J = 7.5 Hz, 1H), 7. 10-6.95 (m, 3H), 5.20 (s, 2H), 4.70 
(d, J = 6 Hz, 2H), 3.50 (s, 3H), 1.75 (t, J = 6Hz, 1H) 0 
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##«2-CSUtt/ifb^ (2.48 g ) iSXVh V 7x-^*.*7 <f > (4.64 g) 
O&itt^Vy (1 50ml) »ttCES^fc^* (7.34 g) SrtflJx., Sfi"C3 0 

gfc$aL^=5 : 1) "CSffSSU TB®&mi%t Z>mmit&fo (4.41 g) 

'wo 

H-C : Rf o.7i : i^ifcif- ;w=2 : l); 

10 NMR (CDC1 3 ) : (5 7.25 (t, J = 7.5 Hz, 1H), 7. 10-6.95 (m, 3H), 5.20 (s, 2H), 4.45 
(s, 2H), 3.50 (s, 3H) 0 



15 



##«3-C«jtL^fc^ (4.41g) % (i.5m 1 ) „ 

R&#V7A (2.45g) £«fcU r 3 7fl:#V 7A (2 5 Omg) OT-fch-hV^ 
20 (5 0ml) &&i££3B#IMifcLfco fciftU ^^^it^ L 

5 : l) T*ISgL, TE*tt**#1-4*»frfr« (2.81 g) *Hfc 0 
nx:Rf 0.57 (^^-9- > : gfc®x-^=2 : l); 

NMR (CDCL3) : 5 7.25 (t, J = 7.5 Hz, 1H), 7.05-6.90 (m, 3H), 5.20 (s, 2H), 3.80 
25 (s, 2H), 3.75 (s, 3H), 3.50 (s, 3H), 3.10 (s, 2H) e 
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HO 





5 



4 "CmikLtzit&yB (2.81g) <0**;-)V (2 Om l) «4N- 
mm9> 9 S**+>fti& (1 lm 1) £flll;t> gfi"C3 0M*i#L£„ EJfcfi 

10 ft«if^=5 I 1) TffiSU Tt»ttit**1-4*«fl:*« (2.16g) 



TLC : Rf 0.45 (^tt> I SRif-Zl^ 2 II); 

NMR (CDa 3 ) : 5 7.20 (t, J = 7.5 Hz, 1H), 6.90 (d, J = 7.5 Hz, 1H), 6.85 (d, J = 2 

Hz, 1H), 6.75 (dd, J = 7.5, 2 Hz, 1H), 5.05 (s, 1H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 
15 (s, 2H) 0 

2- (3- (4- (4-^f^7i^) f7 4 /-;l/-2-'fWh^i') 7 

20 
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#t«5f«SL^t^* (0.30 g) *«fl:**l/> (1 0ml) fc»#U 
2-tKn#y^f;V-4- f7V-^ (0.34 g) 

tFb 'j7x-^X7r/ (0.44 g) fciJDXLT, Mfi-C553-|3il#L£o K£ft 
5 ^iftCl, I' -7^7^*--;k7li^'Jy> (0.56 g) £JP£T, ^fi-C 

- (A4ft>:»jxf^i o : i) -emm U Tma&m%%?z>*&W 

10 ffc-fr* (0.51 g) tftfe, 

TLC :Rf 0.56 I igxf ;V= 3 : l); 

NMR (CDCI3) : $ 7.79 (d, J = 8.2 Hz, 2H) t 7.44 (s, 1H), 7.22-7.30 (m, 3H), 
6.91-7.05 (m, 3H), 5.42 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.39 (s, 3H) 0 

15 gjfc&i (1) ~mmw\ (1 3 7) 

* 

20 gjjfli (1) 

6- (3- (4- (4-^f;V7i-^) f7y-;v-2-^f;MF^y) 7 
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nx-.Rf 0.75 : WfU^^=2 : i); • 

NMR (CDQ 3 ) : $ 7.48-7.66 (2H t m), 7.43 (1H, s), 7.28-7.10 (3H, m), 6.88-6.72 

5 (3H, m), 5.41 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=8.0Hz), 2.39 (3H, s), 2.30 (2H, t, 
J=7.5Hz), 1.74-1.46 (4H, m), 1.45-1.16 (2H, m)» 

mm (2) 

5- (3- (lf7x-;l/-4 -4 A/* h4r*» 7x^^) 9 - * f-Hr 
10 3-7,7-)^ 




TLC : Rf 0SJ{^^> I SRxfA.= 4 II); 
15 NMR (CDCI3) : J 7.30-7.62 (m, 9H), 7.20 (m, 1H), 6.77-6.83 (m, 3H), 5.08 (s, 

2H), 3.64 (s, 3H), 2.60 (t, J = 6.8 Hz, 2H), 2.32 (t, J = 6.8 Hz, 2H), 1.59-1.66 (m, 
4H) 0 
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4- (3- df7x-^-4->fW h*v) 7i-^) y * • ^ -^^jh 




HjC:Rf 0.65(^^-9-^ : g^g?Ji^;i/=3 : 1); 

NMR (CDC1 3 ) : d 7.57-7.64 (m, 4H), 7.31-7.53 (m, 5H), 7.22 (m, 1H), 6.78-6.87 

(m, 3H), 5.09 (s, 2H), 3.66 (s, 3H), 2.64 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H), 
1.96 (tt, J = 7.5, 7.5 Hz, 2H) 0 

**«1 (JJ 

4- (3- (4- (4-^f;i/7x-;U) f7V-^- 2 — h*->) 7 




TLC : Rf 059 (<^tt =3 II); 

NMR (CDa 3 ) : S 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7. 18-7.26 (m, 3H), 6.81- 
6.87 (m; 3H), 5.41 (s, 2H), 3.66 (s, 3H), 2.64 (t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 2.33 

« • 

74 
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(t, J = 7.5 Hz, 2H), 1.95 (tt, J - 7 J, 7.5 Hz, 2H)o 

4- (3- (2- ( 5 - ^ f ^- 2 - 7x-;^^ty-^- 4 -'f M xh 




tlc : Rf o.39(^^-^> : ft^x^;w=3 : l) ; 

10 NMR (CDa 3 ) : S 7.98 (m, 2H), 7.38-7.46 (m, 3H), 7. 17 (m, 1H), 6.72-6.77 (m, 

3H), 4.23 (t, J = 7.0 Hz, 2H), 3.66 (s, 3H), 2.98 (t, J = 7.0 Hz, 2H), 2.60 (t, J = 7.5 
Hz, 2H), 2.38 (s, 3H), 2.32 (t, J = 7.5 Hz, 2H), 1.93 (tt, J = 7.5, 7.5 Hz, 2H) 0 

mm (6) 

15 6- (3- (2- (5->f;i'-2-7x-Wt^-^-4-^;V) xf 
*v) 7iX)k) -N^Mf^R • tf-frJLZJ'fr 




20 TLCrRf oji (^*-9*> : ftRj.f-^=3 : l) ; 

NMR (CDCty : £ 8.04-7.92 (2H t m), 7.50-7.36 (3H, m), 7.16 (1H, t, J=8.0Hz), 

6.80-6.60 (3H, m), 4.23 (2H, t, J=7.0Hz), 3.65 (3H, s), 2.98 (2H, t, J=7.0Hz), 2.56 
(2H, t, J=7.5Hz), 2.38 (3H, s), 2.29 (2H, t, J=7.0Hz), 1.75-1.52 (4H, m), 1.44-1.26 
(2H, m) 0 
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'■sm. 



I (7) 



5- (3- (2- (5-^f-^-2 -7x-^t^t , /-;i'-4-'f;i/) 




10 



ILCrRf 0.28 : ^i^;i/=5 :i); 

NMR (CDC1 3 ) : $ 8.03-7. 94 (2H,m), 7.49-7. 36 (3H, m), 7. 23-7. 12 (1H, m), 6.78- 
6.68 (3H, m), 4.23 (2H, t, J=7.0Hz), 3.65 (3H, s), 2.98 (2H, t, J=7.0Hz), 2.64-2.52 
(2H, m), 2.38 (3H, s), 2.38-2.26 (2H, m), 1.75-1.58 (4H, m) a 



2 - (3- (3- (^7x^-4-^^^^) 7x-;l/) 7*DH>ft) 
15 • ^f^xxr^ 




TLC : Rf 0.73 (^3r"t > : Siif^= 2 : 1 ) ; 
20 NMR(CDa 3 ) : S 7.57-7.64 (m, 4H), 7.31-7.53 <m,5H), 7.22 (dd, J = 9.0, 7.6 Hz, 

1H), 6.79-6.86 (in, 3H), 5.10 (s, 2H), 3.72 (s, 3H), 3.23 (s, 2H), 2.71 (t, J = 7.4 Hz, 
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2H), 2.65 (t, J = 7.4 Hz, 2H), 1.93 (tt, J = 7.4, 7.4 Hz, 2H)o 



ML! (9) 

2- (3- (3- (4- (4-^f;l/7xz;l.) f-y 2 ->f h * 

» 




TLC : Rf 0.68(^4r-9"> I SKxf-;V=2 II); 
10 NMR (CDCI3) : 5 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7. 18-7.26 (m, 3H), 6.82- 

6.88 (m, 3H), 5.41 (s, 2H), 3.72 (s, 3H), 3.22 (s, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.64 
(t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 1.92 (tt, J = 7.5, 7.5 Hz, 2H) C 



MLl (J 0) 

15 6- (2- (2- (5->f^-2-7x-;i/t^ft 4 /-;H4-'f;i/) x h 




CH. 
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TLC : Rf 031 (^3Mf> : SK^f ^= 5 I 1) I 

NMR (CDC1 3 ) : $ 7.95-8.00 (m, 2H), 7.40-7.45 (m, 3H), 7.02-7. 17 (m, 2H), 6.81- 
6.89 (m, 2H), 4.25 (t, J = 6.4 Hz, 2H), 3.65 (s, 3H), 2.99 (t, J = 6.4 Hz, 2H), 2.56 (t, 
J = 7.8 Hz, 2H), 2.38 (s, 3H), 2.26 (t, J = 7.8 Hz, 2H), 1.46-1.76 (m, 4H), 1.22-1.45 
(m, 2H) 0 

mm inn 

2- (3- (¥-7 3L-A<-4->()),* h*v) 7x^;Mf;Pft) ftK • ^ 




TLC:Rf 0.56(^*^> ! g»x^;U=3 : l); 

NMR (CDa 3 ) : 8 7.57-7.63 (m, 4H), 7.34-7.52 (m, 5H), 7.24 (dd, J = 8.1, 7.7 Hz, 
1H), 6.87-7.00 (m, 3H), 5.10 (s, 2H), 3.80 (s, 2H), 3.71 (s, 3H), 3.07 (s, 2H) e 

1 (12) 

2- (3- (2- (5-^f-;U-2-7i-;u**^V'-;i'-4 -^f;u) f 




78 



WO W/46232 



PCT/JP99/01134 



TLC:Rf 036(^*-*> I R&x^;W=3 : 1) ; 

NMR (CDQ 3 ) : 5 7.95-8.00 (m, 2H), 7.37-7.44 (m, 3H), 7.20 (dd, J = 8.0. 8.0 Hz, 

1H), 6.87-6.90 (m, 2H), 6.80 (dd, J = 8.0, 2.5 Hz, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.77 
(s, 2H), 3.70 (s, 3H), 3.07 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.37 (s, 3H)» 

(13) 

5- (2- (2- (5-^f^-2-7x-Jl/tW-;i/-4-^f;i') 




^CH 3 



TLC:Rf 0.59 (^4Mf> : ftRxf^s2 : 1); 

NMR (CDC1 3 ) : <5 8.05-7.95 (m, 2H), 7.45-7.35 (m, 3H), 7.20-7.05 (m, 2H), 6.90- 

6.80 (m, 2H), 4.25 (t, J = 6.5 Hz, 2H), 3.65 (s. 3H), 3.00 (t, J = 6.5 Hz, 2H), 2.60 (t, 
J = 7 Hz, 2H), 2.40 (s, 3H), 2.25 (t, J = 7 Hz, 2H), 1.80-1.45 (m, 4H) 0 

6- (2- (4- fjy-;l/-2-'f^^f^v) 7 



79 




iijC:Rf o.55(^^r^> : ^x^;p=5 : d; 

NMR (CDCI3) : S 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7.24 (d, J = 8.0 Hz, 2H), 
5 7. 15-7.22 (m, 2H), 6.91-6.98 (m, 2H), 5.42 (s, 2H), 3.65 (s, 3H), 2.73 (t, J = 7.6 Hz, 
2H), 2.39 (s, 3H), 2.32 (t, J = 7.4 Hz, 2H), 1.61-1.77 (m, 4H), 1.38-1.50 (m, 2H) C 



2- (3- (3- (2- (5-^f^-2-7x^;^^V-^-4-'f;i') 



CH 



lLC:Rf 0.29(^^r-9-> : ftg?i^;i/=4 : 1); 
15 NMR(CDa 3 ): 5 7.95-8.00 (m, 2H), 7.40-7.46 (m, 3H), 7.17 (dd, J = 8.1, 8.1 Hz, 
1H), 6.72-6.77 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.71 (s, 3H), 3.22 (s, 2H), 2.98 (t, J 
= 6.8 Hz, 2H), 2.67 (t, J = 6.8 Hz, 2H), 2.63 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.90 (tt, 
J = 6.8, 6.8 Hz, 2H) 0 



20 ^1faM 1 ( 1 fi ) 

2- (3- (2- (fc*7x-^-4-'f;i/) xf^>) 7x-WfW) 
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5 TLC:Rf 0.48 I gE$x^;i/ = 3 : 1); 

NMR (CDCI3) : £ 7.53-7.61 (m, 4H), 7.30-7.47 (m, 5H), 7.22 (dd, J = 8.2, 8.2 Hz, 

1H), 6.78-6.92 (m, 3H), 4.21 (t, J = 7.0 Hz, 2H), 3.79 (s, 2H), 3.71 (s, 3H), 3. 14 (t, J 
= 7.0 Hz, 2H), 3.09 (s, 2H) 0 

10 mm (17) ■ 

2- (4-^nn-3- (2- (5->^;w-2 -7xiHW-^-4 
->fJU) x}**v) 7x-JMfWi) ffifo- t^-fr 3-7,7- )V 




15 

TLC:Rf 0.41 I SIxf ;V= 2 : 1); 

NMR (CDCI3) : S 8.00 (m, 2H), 7.50-7.35 (m. 3H), 7.27 (d, J = 8.0 Hz, 1H), 6.94 

(d, J = 2.0 Hz, 1H), 6.83 (dd, J = 8.0, 2.0 Hz, 1H), 4.30 (t, J = 6.5 Hz, 2H), 3.75 <s, 
2H), 3.71 (s, 3H), 3.05 (s, 2H), 3.05 (t, J = 6 5 Hz, 2H), 2.42 (s, 3H)„ 

20 

2- (4-^nn-3- (4- (4->f^7x-M f77-^-2->f^ 
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TLC:Rf 0.61 I &&^)U=2 \ 1) \ 

5 NMR (CDC1 3 ) : S 7.78 (d, J = 8.0 Hz, 2H), 7.45 (s. 1H), 7.34 (d, J= 8.0 Hz, 1H), 

7.23 (d, J = 8.0 Hz, 2H), 7.11 (d, J = 2.0 Hz, 1H), 6.93 (dd, J = 8.0, 2.0 Hz, 1H), 
5.49 (s, 2H), 3.77 (s, 2H), 3.69 (s, 3H), 3.01 (s, 2H), 2.38 (s, 3H)o 



mm (1 9) 

10 2- (3- jl=-)V-4 b^rv) -4-^no7x^;MW 




CH- 



15 TLC : Rf 0.62 (^*^ > I gfc$J^;W = 2 : 1); 

NMR (CDCI3) : $ 7.70-7.35 (m, 5H), 7.58 (d, J = 8.0 Hz, 2H), 7.43 (d, J = 8.0 Hz, 

2H), 7.33 (d, J = 8.0 Hz, 1H), 7.03 (d, J = 2.0 Hz, 1H), 6.88 (dd, J = 8.0, 2.0 Hz, 
1H), 5.22 (s, 2H), 3.77 (s, 2H), 3.70 (s, 3H), 3.00 (s, 2H) 0 
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mm (2 0) 

2- (3- ( (2E) -3- (lf7x-^-4-'f )V) ^D^-;vt^y) 7 




XT"* 



CH- 



TLC:Rf 0.63(^^-9-^ I ffl&3-^-)\' = 3 : 1); 

NMR (CDa 3 ) : 8 7.53-7.63 (m, 4H), 7.15-7.50 (m, 6H), 6.74-6.93 (m, 4H), 6.45 

(dt, J = 16.2, 5.7 Hz, 1H), 4.73 (dd, J = 5.7, 1.4 Hz, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 
10 3.09 (s, 2H)„ 



15 



IMI (2 1) 

2- (3- (3- (t'7x-)V-4-'f^) yo>K4rv) 7xr:;MWt) 




CH 



TLC:Rf 0.66 : gfc&x^/l/ = 4 II); 

NMR (CDQ 3 ) : S 7.19-7.61 (m, 10H), 6.79-6.92 (m, 3H), 4.00 (t, J = 6.2 Hz, 2H), 
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3.80 (s, 2H), 3.72 (s, 3H), 3.10 (s, 2H), 2.86 (t, J = 7.7 Hz, 2H), 2.14 (m, 2H) e 

mmmi (22) 

2- (3- (2- (5-^f^-2-7x-JVt^y-;i/-4-^V) xf 




TLC:Rf 0.50(^*"9-> ! gfc$X^=2 ! 1); 
10 NMR (CDCI3) : £ 8.00-7.95 (m, 2H), 7.50-7.35 (m, 3H), 7.20 (m, 1H), 6.90-6.75 

(m, 3H), 4.25 (t, J = 7Hz, 2H), 3.70 (s, 3H), 3.60 (s, 2H), 3.00 (t, J = 7Hz, 2H), 2.40 
(3H, s) Q 

mmm (23) 

15 2- (3- (lf7xx;v-4->f;MF^y) tf U v > - 5 -4 -f-Zl/f-*) 




20 TLC : Rf 0.22 (gfcgi?-^ : ^-fr V = 1 : 2 ) *, 

NMR(CDa 3 ): £ 8.32 (d, J = 3.0 Hz, 1H), 8.18 (d, J = 2.0 Hz, 1H), 7.70-7.30 (m, 

84 
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10H), 5.16 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.06 (s, 2H) 0 
IMU (2 4) 

2- (3- (4' -7'Dk:JHf7x-»'-4-'f;M h^rv) 7x-Wf;l/ 
5 f-*) • ^f-^a-^f^ 



K 3 C 




TLC:Rf 0.65 (^^r^^ I ft^i^;W=3 I 1)1 
10 NMR (CDC1 3 ) : S 7.60 (d, J= 8.4 Hz, 2H), 7.51 (d, J = 8.2 Hz, 2H), 7.49 (d, J = 

8.4Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 7.24 (dd, J = 7.7, 7.7 Hz. 1H), 6.87-7.00 (m, 
3H), 5.10 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.63 (t, J = 7.4 Hz, 2H), 
1.68 (tq, J = 7.4, 7.4 Hz, 2H), 0.98 (t, J=7.4 Hz, 3H) 0 

15 IMU (2 5) 

2- (3- (4- (IfU v>-4-^;W "7jc-;P^ h^rv) 7i^Wf)V 
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TLC : Rf 0.50 (gfc$x^;l/) ; 

NMR (CDa 3 ) : $ 8,67 (d, J = 4.5 Hz, 1H), 8.66 (d, J = 4.5 Hz, 1H), 7.67 (d, J = 

8.6 Hz, 2H), 7.50-7.58 (m, 4H), 7.26 (dd, J = 8.0, 8.0 Hz, 1H), 6.80-7.01 (m, 3H), 
5 5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H)o 



10 



2- (3- (4- (If U *J>-3-4A') 7i-W h4f*» 7i-;i^ 

* 




TLC:Rf 0.77 : ftRxf->u = l : 9); 

NMR (CDC1 3 ) : £ 8.86 (d, J = 2.4 Hz, 1H), 8.60 (dd, J = 5.0, 1.6 Hz, 1H), 7.89 

15 (ddd, J = 8.0, 2.4, 1.6 Hz, 1H), 7.62 (d, J = 8.2 Hz, 2H), 7.55 (d, J = 8.2 Hz, 2H), 
7.38 (dd, J = 8.0, 5.0Hz, 1H), 7.26 (dd, J = 8.0, 8.0 Hz, 1H), 6.87-7.01 (m, 3H), 
5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H)» 



*fe^ll (2 7) 



20 2- (3- (4- (1, 3-y**-9->f >y>-5-4 fr) 7x-^ h^y) 
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TLC : Rf 0.48 I ftSfcif-;^ 3:1)1 

NMR (CDa 3 ) : S 7.54 (d, J « 8.4 Hz, 2H), 7.47 (d, J = 8.4 Hz, 2H), 7.25 (dd, J = 

5 7.9, 7.9 Hz, 1H), 6.86-7.08 (m, 6H), 6.00 (s, 2H), 5.09 (s, 2H), 3. 81 (s, 2H), 3.72 (s, 
3H), 3.08 (s, 2H)o 



Ml (2 8) 

2- (3- (4- (t£ D v>-2 -4*0 7x^h^y) 7x^;MW 
10 ft®? • P'^^x^x^ 




TLC:Rf 0.47(^^-tV I ftS?x^;i/=2 I 1)1 
15 NMR (CD03) : 5 8.70 (d, J = 4.6 Hz, 1H), 8.01 (d, J = 8.6 Hz, 2H), 7.74-7.77 (m, 
3H), 7.54 (d, J = 8.6 Hz, 2H), 7.24 (m, 1H), 6.75-7.00 (m, 3H), 5. 13 (s, 2H), 3.80 (s, 
2H), 3.72 (s, 3H), 3.08 (s, 2H) 0 



Mm (2 9) 
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2- (5- (lf7x-;V-4-'f;M h^rv) -2--fn7x-;MW 




TLC : Rf 0.38(^^-9"> : g^g?x^;i/=4 : 1); 

NMR (CDC1 3 ) : * 8. 14 (d, J = 9.0 Ha 1H), 7.57-7.65 (m, 4H), 7.45-7.52 (m, 3H), 

7.36-7.45 (m, 2H), 7.08 (d, J = 2.8 Hz, 1H), 6.97 (dd, J =9.0, 2.8 Hz, 1H), 5.22 (s, 
2H), 4.22 (s, 2H), 3.71 (s, 3H), 3.07 (s, 2H) 0 

2- (3- (tT7 i-;W-4 -^f;i/^ h^rv) -4-- Fd7xxjmW 




TLC : Rf 0.34 (^*^> : gfc@£j£?-;l/= 4 II); 

NMR (CDa 3 ) : $ 7.85 (d, J = 5.5 Hz, 1H), 7.53-7.63 (m, 6H), 7.42-7.48 (m, 2H), 
7.33-7.38 (m, 1H). 7.20 (d, J = 1.0 Hz, 1H), 7.01 (dd, J =5.5, 1.0 Hz, 1H), 5.31 (s, 
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2H), 3.83 (s, 2H), 3.71 (s, 3H), 3.00 (s, 2H) 0 



2- (3- (4- (1, 3-v**-*M >^>-4-'fA') 7x-W ^y) 
5 7xz)MfW) ll^fmr^ 




TLC : Rf 0J2(^**> :ftKxf-^=3 II); 
10 NMR (CDC1 3 ) : S 7.74 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.24 (dd, J = 

7.8, 7.8 Hz, 1H), 6.80-7.09 (m, 6H), 6.02 (s, 2H), 5.11 (s, 2H), 3.80 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H) 0 



15 2- (3- (2-7x-;i/f7/-^-4-'fJl'^ h^y) 7x;WW 




20 TLC : Rf 0.38 > I ftRif^= 4 : 1); 

NMR (CDC1 3 ) : <5 7.92-7.99 (m, 2H), 7.43-7.48 (m, 3H), 7.32 (t, J = 1.0 Hz, 1H), 
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7.26 (dd J = 7.9, 7.9 Hz, 1H), 6.90-7.04 (m, 3H), 5.27 (d, J = 1.0Hz, 2H),.3.81 (s, 
2H), 3.72 (s, 3H), 3.09 (s, 2H) G 



mmm 1 (33) 

2- (3- (2- (5 -*7-)V-2 - (4-*1-)V7i.-)V) *lrW-)l<- 




CH 



TLC:Rf o.8i (^MJ-> iftK-xf-*^! : i>; 

NMR (CDCI3) : S 7.86 (d, J = 8.2 Hz, 2H), 7.25-7. 16 (m, 3H), 6.90-6.76 (m, 3H), 

4.24 (t, J = 6.7 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 
2H), 2.39 (s, 3H), 2.37 (s, 3H) 0 



^1 (3 4) 



2- (3- (2- (2-7i-Jl/f7y-;K4-'f;i') xf^fy) 7jl-;U 




CH 



TLC : Rf 0.39 I gfc$.x^=4 : 1); 

NMR (CDCI3) : 8 7.92-7.96 (m, 2H), 7.41-7.46 (m, 3H), 7.23 (dd, J = 8.4, 8.4 Hz, 

1H), 7.07 (s, 1H), 6.81-6.93 (m, 3H), 4.37 (t, J= 6.6 Hz, 2H), 3.79 (s, 2H), 3.71 (s, 
3H), 3.31 (t, J = 6.6 Hz, 2H), 3.09 (s, 2H) D 



90 
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^mm 1 (35) 

2- (3- (2- (5-^-^-2- (4-PJ7;Vt0^f^7x-^) * 
5 * 




TLC:Rf 022(^tv:ftKxf^=2 : d; 

10 NMR (CDa 3 ) : 5 8.09 (d, J = 7.6 Hz, 2H), 7.69 (d, J = 7.6 Hz, 2H), 7. 19 (m, 1H), 

6.89 (m, 2H), 6.8 (d, J = 7.2 Hz, 1H), 4.25 ( t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
3H), 3.09 (s, 2H), 2.99 (t, J = 6.5 Hz, 2H), 2.41 (s, 3H) G 

j 1 — 

IffiMTi (3 6) 

15 2- (3- (2- (2-7x-«/tW-^-4-^) X^y) 7x- 

20 TLC:Rf 0.40 I ftftxf->l/=3 I 1)1 

NMR (CDC1 3 ) : 5 8.00-8.05 (m, 2H), 7.58 (s, 1H), 7.41-7.46 (m, 3H), 7.23 (dd, J 

= 8.0, 8.0 Hz, 1H), 6.81-6.93 (m, 3H), 4.29 (t, J = 6.5 Hz, 2H), 3.79 (s, 2H), 3.72 (s, 
3H), 3.09 (t, J = 6.5 Hz, 2H), 3.09 (s, 2H) 0 
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mm (37) 



2- (3- (2- {S-*f-fr-2- (4-7^D7x^) **y-*f-)U 




TLC : Rf 0.62(^^-9- >: ftRxf-^= 1 : 1) | 

NMR (CDC1 3 ) : 5 7.96 (m, 2H), 7.06-7.24 (m, 3H), 6.91-6.74 (m, 3H), 4.23 (t, J = 
6.6 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s. 



10 3H) 0 



15 



(3 8) 

2- (3- (2- (S-*TP-2- (1, 3-V**4)-<{ y?>-5-4 




CH 



3 



O 



TLC:Rf 0.84(^^r^> I Si?x^;!/= l : l) ; 
20 NMR (CDCI3) : 5 7.52 (dd, J = 8.0, 1.4 Hz, 1H), 7.43 (d, J = 1.4 Hz, 1H), 7.19 (d, 

J = 8.0 Hz, 1H), 6.91-6.77 (m, 4H), 6.01 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.78 (s, 
2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.95 (t, J = 6.7Hz, 2H), 2.35 (s, 3H) Q 
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mm (39) 

5- (3- (3- (5-^f^-2-7x^;Vt^rtV r -;V-4-'f;V) -?u 




TLC : Rf 0.64(^^r^> : §|g?^^^=2 : 1) ; 

NMR (CDC1 3 ) : S 8.00-7.95 (m, 2H), 7.50-7.35 (m, 3H), 7.20 (dd, J = 8, 7.5 Hz, 

1H), 6.80-6.70 (m, 3H), 4.00 (t, J =6 Hz, 2H), 3.65 (s, 3H), 2.70 (t, J = 6 Hz, 2H), 
10 2.60 (m, 2H), 2.35 (m, 2H), 2.30 (s, 3H), 2.15 (m, 2H), 1.70-1.50 (m, 4H) 0 

2- (3- (2- (5 2 - (4 - ^ nn7x-;v) *3r^V*-;u- 

15 




TLC : Rf 0.83 i &®x^;l/= 2 II); 

NMR (CDCI3) : 5 7.93 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.27 (t, J = 

20 7.9 Hz, 1H), 7.06 (m, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.82 (d, J = 8.0 Hz, 1H), 4.27 (t, 
J = 7.8 Hz, 2H), 3.88 (s, 2H), 3.70 (s, 3H), 3.15 (s, 2H), 2.97 (t, J = 7.8 Hz, 2H), 
2.39 (s, 3H) 0 
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2- (3- (5-^f-^-2-7x-^t^-9-V-;i/-4-^;i/^ f^rv) 7 




TLC : Rf 0.56 (^*y-> &&3-^-)l'=2 I 1); 

NMR (CDC1 3 ) : <5 8.05-8.00 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz, 

10 1H), 7.05-6.90 (m, 3H), 5.00 (s, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 2.50 (s, 
3H) e 



MM1 U2) 



2- (3- (3- (5-^f^-2-7x-;^W-;i'-4-'f;v) yn 



15 *°*~» 7 Ji-;u^^;i/^^-) 



* 




trnr 



CH 



tlc :Rf 0.53 : St^^;u=2 : 1); 

20 NMR (CDa 3 ) : 5 8.00-7.95 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 7.5, 7.5 Hz, 

1H), 6.95-6.75 (m, 3H), 4.00 (t, J = 6 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 

2H), 2.70 (t, J = 7 Hz, 2H), 2.30 (s, 3H), 2.15 (m, 2H) C 
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**«M (43) 

2- (3- (2- (5->-^-2 -7x-^t^tV-^-4-'f^) x h 




TLC : Rf 0.48 I 3 : 1); 

NMR (CDQ 3 ) : S 7.97-8.02 (m, 2H), 7.41-7.46 (m, 3H), 7.22 (dd, J = 8.0, 8.0 Hz, 
10 1H), 6.76-6.81 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.64 (s, 3H), 2.99 (t, J = 6.5 Hz, 

■ 

2H), 2.38 (s, 3H), 1.55 (S, 6H) 0 



mMD (4 4) 

2- (3- (2- (5 2 - (2-^f;V7x-;l/) 

15 4-^) 7x-^fW) ftR-^WW 




Or 

o 



CH 



TLC : Rf 0J0(^*V> ! ft^xf ^= 2 I 1)J 
20 NMR (CDC1 3 ) : $ 7.91 (m, 1H), 7.25-7. 15 (m, 4H), 6.90-6.77 (m, 3H), 4.25 (t, J = 

6.7 Hz, 2H), 3.77 (s, 2H), 3.68 (s, 3H), 3.06 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.65 (s, 
3H), 2.36 (s, 3H)o 
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mm& i us) 

2- (3- (2- (5-**)U-2- (3-*f"*7i-A') t^^f-iv- 




TLC:Rf 0.64(^^-t> : g^i?^^;w=2 I l); 

NMR (CDCI3) : 5 7.81 (s, 1H), 7.76 (d, J = 8.0 Hz, 1H), 7.32-7. 14 (m, 3H), 6.89- 

6.76 (m, 3H), 4.23 (t, J = 6.6 Hz,2H), 3.75 (s, 2H), 3.67 (s, 3H), 3.06 (s, 2H), 2.96 (t, 
J = 6.6 Hz, 2H), 2.37 (s, 3H), 2.35 (s, 3H)„ 

^titm 1 ( 4 a ) 

2- (3- (2- (5-^f-;i'-2- (4 h*is7^-)l) 




TLC : Rf 0.43 : ft^i^;i/=3 : 1); 

NMR (CDa 3 ) : S 7.92 (d, J = 9.0 Hz, 2H), 7.21 (dd, J = 8.1, 8.1 Hz, 1H), 6.94 (d, 

J = 9.0 Hz, 2H), 6.88-6.98 (m, 2H), 6.81 (m, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.85 (s, 
3H), 3.78 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.36 (s, 3H) 0 
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2- (3- (2- (5 2- (4--fn7x-;i/) jj-^-g-V-*- 



5 




TLC:Rf 0.32 (^^r-^> I &&^)]/=3 11)', 

NMR (CDC1 3 ) : 8 8.30 (d, J = 9.0 Hz, 2H), 8. 14 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 

8.0, 8.0 Hz, 1H), 6.77-6.91 (m, 3H), 4.26 (t, J =6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
10 3H), 3.09 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H) C 

f (4 8) 

2- (3- (2- (5-^fJl'-2-7i-A'W/-;i'-4->f;l/) -X h 

15 




TLC : Rf 0.45 I WfM^^=3 

NMR (CDCI3) : d 7.96-8.00 (m, 2H), 7.40-7.46 (m, 3H), 6.91 (m, 1H), 6.77-6.81 

20 (m, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.73 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 
6.6 Hz, 2H), 2.38 (s, 3H) 0 



mm i (4 9) 
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2- (3- (2- (5 -^f^-2-7x^^tH7-;i'-4-^l') jl h 

CH 3 

TLC : Rf 0.48 > \ &&jl*)],= 5 11); 

NMR (CDC1 3 ) : $ 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7.07 (t, J = 7.9 Hz, 1H), 
6.85-6.77 (m, 2H), 4.24 (t, J =6.5 Hz, 2H), 3.83 (s, 2H), 3.73 (s, 3H), 3.11 (s, 2H), 
3.00 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H), 2.21 (s, 3H) e 

2- (1- (3- (2- (5->f^-2-7i-^W-;i/-4-^f^) 
•i-h^rv) 7i-^) gf=g£ . ^f-;i/jL7.r;W 




1 



TLC:Rf 0.68(^\^r-9-> : ^i^;i,= 4 ; i); 

NMR (CDCI3) : S 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7.21 (t, J = 8.2 Hz, 1H), 
6.94-6.89 (m, 2H), 6.82-6.76 (m, 1H), 4.25 (t, J = 6.7 Hz, 2H), 4.10 (q, J = 7.2 Hz, 
1H), 3.67 (s, 3H), 3.02 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.39 (s, 3H), 1.55 (d, J = 
7.2 Hz, 3H) 0 
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mm (si) 

2- (3- (2- (5 2 - 7x-)l'*W-*-4 -'Ol') -1 




CH< 



111 (5 2) 

10 2- (3- (2- (5- h'J7A'*n^f*-2-7xi**W-A'-4 




15 TLC:Rf 0.37 > I 8£®P^;l/ = 4 : 1 ) J 

NMR (CDC1 3 ) : S 8.10-8.00 (m., 2H), 7.55-7.41 (m., 3H), 7.21 (dd, J = 8.0, 8.0 

Hz, 1H), 6.94-6.75 (m, 3H), 4.31 (t, J = 6.5 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H), 
3.25-3.14 (m, 2H), 3.08 (s, 2H) 0 



20 mfflZLl (5 3) 

2- (3- (2- (5->f^-2-7x-;^H , /-;i'-4-'f^) 7*0 
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Or 

o 



CH 



TLC:Rf 0.54(^^r^> : gli?i^;i/=3 ! 1)1 

NMR (CDCI3) : 8 8.00-7.94 (m, 2H), 7.44-7.37 (m, 3H), 7.29 (t, J= 8.2 Hz, 1H), 

5 6.89-6.86 (m, 2H), 6.79 (dd, J = 8.4, 2.0Hz, 1H), 4.17-4.03 (m, 2H), 3.77 (s, 2H), 
3.71 (s, 3H), '3.26-3.15 (m, 1H), 3.08 (s, 2H), 2.37 (s, 3H), 1.41 (d, J = 6.8 Hz, 3H) 0 



fll (5 4) 

2- (3- (2- (5-^f;i/-2-7x-;l/t^ty-;i/-4-^f;i/) x h 




TLC:Rf 0.75 \ ffcgg.x^;i/ = 7 : 1); 

15 NMR (CDCI3) : d 8.00-7.94 (m, 2H), 7.46-7.38 (m, 3H), 7.20 (t, J = 8.2 Hz, 1H), 

6.90 (m, 2H), 6.82-6.75 (m, 1H), 4.24 (t, J = 6.8 Hz, 2H), 4.17 (q, J = 7.2 Hz, 2H), 
3.82 (d, J = 13.4 Hz, 1H), 3.74 (d, J = 13.4 Hz, 1H), 3.28 (q, J = 7.0 Hz, 1H), 2.98 (t, 
J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.38 (d, J = 7.0 Hz, 3H), L28 (t, J = 7.2 Hz , 3H) Q 



20 1 (55) 

2- (3- (2- (5-**fr-2- (4-if;i'7xx;i/) 



100 



WO 99/46232 



PCT/JP99/01134 




TLC :Rf o.57(^-x^;v : ^^r-t>= 1 : 2) ; 

5 NMR (CDC1 3 ) : S 7.88 (d, J = 8.0 Hz, 2H), 7.25 (d, J = 8.0 Hz, 2H), 7.21 (dd, J = 

8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J =6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.68 (q, J = 7.5 Hz, 2H), 2.37 (s, 3H), 
1.25 (t, J = 7.5 Hz, 3H) 0 

10 gftffH (5 6) 

2- (3- (2- (5-***- 2- (2, 2-> f 7;i/*n-i, 




15 F 

TLC : Rf 0J9(ft»Xf->H ^**>= 1 12); 

NMR (CDCI3) : <J 7.75 (dd, J = 8.0, 1.0 Hz, 1H), 7.69 (d, J = 1.0 Hz, 1H), 7.21 

(dd, J = 8.0, 8.0 Hz, 1H), 7. 10 (d, J = 8.0Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.88 (s, 
20 1H), 6.80 (d, J ■ 8.0 Hz, 1H), 4.23 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.09 (s, 2H), 2.96 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H) e 
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MM 1 (57) 

2- (3- (2- (5 2- (4-7 > DtT;i/7x-;P) t^V*-^ 



H,C 



^-o-o 




CH 



TLC : Rf 0.63 (Sgxf^ I ^^-9-^=1 : 2); 

NMR(CDC1 3 ): 8 7.88 (d, J = 8.5 Hz, 2H), 7.23 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 

8.0 t 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J =7.0 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
10 3H), 3.08 (s, 2H), 2.97 (t, J = 7.0 Hz, 2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s, 3H), 
1.65 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) Q 



2- (3- (2- (5-^f-;w-2- (4--YyyntT;W7i-;l/) 




TLC:Rf 0.60(^x-^;l/ : ^\^r-9->= 1 : 2) ; 
20 NMR (CDQ 3 ) : 8 7.89 (d, J = 8.5 Hz, 2H), 7.28 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 

8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.94 (m, 1H), 2.37 (s, 3H), 1.26 (d, J = 
7.0 Hz, 6H)„ 
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IMi (5 9) 

2- (3- (2- (5-^f^-2-7x^;Pf7V-^-4-^^) 

5 




TLC : Rf 0.54(^^r-9"> ! Si?-x^^=3 11); 

NMR (CDCI3) : S 7.89-7.83 (m, 2H), 7.45-7.36 (m, 3H), 7.21 (t, J = 8.0 Hz, 1H), 

10 6.91-6.77 (m, 3H), 4.33 (t, J = 6.8 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3. 19 (t, J = 
6.8 Hz, 2H), 3.08 (s, 2H), 2.47 (s, 3H)o 

^fifcflll (6 0) 

2- (3- (2- (5 -^f-^-2 - (4 -rf-;u7^-;u) ^-^r-9-v*-;i/- 

15 4-4*) x^y) 7i-^^fW) IS^fmf^ 




TTjCiRf o.59(^*-9-> : §fc®P^*=2 : l); 

20 NMR (CDCI3) : S 7.90 (d, J = 7 Hz, 2H), 7.25-7. 15 (m, 3H), 6.90-6.75 (m, 3H), 

4.25 (t, J = 6.5 Hz, 2H), 3.75 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.35 (m, 2H), 0.95 (t, J = 7 

Hz,3H) 0 
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*1 (6 1) 

2- (3- (2- (5-xf;i/-2-7xz^t^tV-;>-4 



CK 




TLC : Rf 0.27 (^-^ I W?Wt*-**'=*3 I 1); 

NMR (CDd 3 ) : £ 7.96-8.01 (m, 2H), 7.40-7.48 (m, 3H), 7.21 (dd, J = 8.0, 8.0 Hz, 
10 1H), 6.87-6.90 (m, 2H), 6.79 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.99 (t, J = 6.6 Hz, 2H), 2.75 (q, J = 7.6 Hz, 2H), 1.31 (t, J = 7.6 
Hz, 3H) 0 



Mm (62) 

15 2- (3- (2- (5-**)V-2- (2, 3, 5, 6-fh77^tD-4 



20 




■B"~Y°-CH 

o 



TLC:Rf 0.45(^^-9-^ : |^g?i^;U=4 : i) ; 

NMR (CDd 3 ) : <J 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.94-6.75 (m, 3H), 4.25 (t, J = 
6.4 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 3.03 (t, J = 6.4 Hz, 2H), 2.42 (s, 
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3H), 2.36-2.30 (m, 3H), 



(63) 

2- (3- (2- (5-^ *fr-2- (4-^>f^7x^^) 




TLC:Rf o.66(^^-t^ : K^f-^=2 : 1) ; 

10 NMR (CDC1 3 ) : ^ 7.90 (d, J = 8 Hz, 2H), 7.25-7.20 (m, 3H), 6.95-6.75 (m, 3H), 

4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.40-1.25 (m, 4H), 0.90 (t, 
J = 6.5 Hz, 3H)o 



15 IMU (6 4) 

2- (3- (2- (5 -t^-fr- 2 - (3 -^nn-4 -^^^7jl^;1/) * 

4-4/1') xf^y) 7xX^^Wt) ^^f^f 




20 CI 

TLC:Rf 0.47(^^-9-^ I gfcgx^;i/= 3 : 1) ; 

NMR (CDCI3) : 8 7.96 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 7.8, 1.8 Hz, 1H), 7.28 (d, 
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J = 7.8 Hz, 1H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.88-6.91 (m, 2H), 6.79 (m, 1H), 
4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.6 Hz, 
2H), 2.41 (s, 3H), 2.38 (s, 3H)„ 

5 mmm L6_d 

2- (3- (2- (5-p«^^-2 - y^OA^y;i/t^t7-^-4 -4 A?) 

10 

TLC : Rf 0.65 (^^r^> :g|$^^;i'=2 II); 

NMR (CDC1 3 ) : S 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4. 15 (t, J = 7.5 Hz, 2H), 3.80 

(s, 2H), 3.75 (s, 3H), 3.15 (s, 2H), 2.90 (t, J = 7.5 Hz, 2H), 2.70 (m, 1H), 2.25 (s, 
3H), 2.10-1.20 (m, 10H) o 

15 

2- (3- (2- (5~^f-)^-2 - (4- (2-^^7*0 M)V) 7x-iV) 

•f 

20 




CH 3 



TLC : Rf 0.58(^^r-9-> I S^g?^^^=2 ! 1); 
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NMR (CDCI3) : $ 7.90 (d, J = 8 Hz, 2H), 7.25-7.20 (m, 3H), 6.90-6.75 (m, 3H), 

4.25 (t, J = 7 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3. 10 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 
2.50 (d, J = 8 Hz, 2H), 2.40 (s, 3H), 1.90 (m, 1H), 0.90 (d, J = 7 Hz, 6H) 0 

IMi (6 7) 

2- (3- (2- (5 -^^^-2- (4-t-W7x-^) 
H 3 C X = / 0^cH 3 

# 

TLC : Rf 030 (^^-9- > I ftgtx.f-*=2 I 1); 

NMR (CDCI3) : £ 7.90 (d, J = 8 Hz, 2H), 7.45 (d, J = 8 Hz, 2H), 7.20 (dd, J = 8, 8 

Hz, 1H), 6.90-6.75 (m, 3H), 4.25 (t, J = 7 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 
2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s, 3H), 1.35 (s, 9H) 0 



Kfiflll (6 8) 

2- (3- (2- (5 -^f-^-2 - (4-v^D^^v;i/7oi^^) 



CX>i 




CH3 



TLC : Rf 0.42(^^r-9"> : ft^^^=4 II); 

NMR (CDCI3) : 5 7.88 (d, J = 8.3 Hz, 2H), 7.26 (d, J = 8.3 Hz, 2H), 7. 21 (dd, J = 

8.0, 8.0Hz, 1H), 6.87-6.90 (m, 2H), 6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3.78 (s, 

107 



WO 99/46232 PCT/JP99/01134 



2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 2.53 (m, 1H), 2.37 (s, 3H), 
1.70-1.94 (m, 4H), 1.30-1.53 (m, 6H) e 

na m i (6 9) 

5 2- (3- (5 2- (1, 3- 3 J**"*<i>r>-5-<(*') 




10 TLC : Rf 050(^t>:ftRifA'=4 1 1)1 

NMR (CDCI3) : 5 7.55 (dd, J = 8.0, 1.8 Hz, 1H), 7.47 (d, J = 1.8 Hz, 1H), 7.21 

(dd, J = 8.0, 8.0 Hz, 1H), 7.08-7.02 (m, 1H), 6.96-6.82 (m, 3H), 6.02 (s, 2H), 5.00 (s, 
2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.11 (s, 2H), 2.43 (s, 3H) Q 

15 mmm (70) 

2- (3- (5 - (4 -4 vyn tT;i/7i-;v) *4r-9- v /-;i'- 



"VO-C 1 

H,C N 



CH- 




20 



TLC : Rf 050(A^rt>:Sixf;l'=4 II); 

NMR (CDCI3) : 5 7.93 (dd, J = 8.5, 2.0 Hz, 2H), 7.35-7.18 (m, 3H), 7.09-7.03 (m, 
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1H), 6.96-6.84 (m, 2H), 5.02 (s, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.11 (s, 2H), 2.94 
(sep., J = 7.0 Hz, 1H), 2.43 (s, 3H), 1.27 (d, J = 7.0 Hz, 6H) 0 



■Mm (7 1) 

5 2- (3- (2- (4->^-2-7x^tHV'-^- 5 -<()V) xh 




CH. 



10 TLC:Rf 0.37 (^^r-9-> I ^x^;i/=3 II); 

NMR (CDCI3) : 8 8.01-7.96 (m, 2H), 7.46-7.39 (m, 3H), 7.22 (t, J = 8.2 Hz, 1H), 

6.97-6.88 (m, 2H), 6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.16 (t, J = 6.8 Hz, 2H), 3.08 (s, 2H), 2.22 (s, 3H) D 

15 IMLl (7 2) 

2- (3- (2- (5 -^f-^-2 - (3, 4-y^F^y7x-;i/) p}-*^ 




20 

TLC:Rf 0.18(^4r-9"> : iK^f ^= 3 II); 

NMR (CDCI3) : 8 7.56 (dd, J = 8.3, 2.0 Hz, 1H), 7.50 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8. 1, 8. 1 Hz, 1H), 6.91 (d, J = 8.3 Hz, 1H), 6:87-6.91 (m, 2H), 6.80 (ddd, J = 
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8.1, 2.5, 1.0 Hz, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.78 (s, 
2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.37 (s, 3H)» 



MM1 (7 3) 

5 2- (3- (2- (5-*T)l<-2- (4- MJ 7 ^ * D > F^>7x^) 



10 



15 



20 



-O 




CH- 



TLC : Rf 0.62(^^-9-^ ! ftg|xf-)l/= 2 II); 

NMR (CDC1 3 ) : 5 8.00 (d, J = 8 Hz, 2H), 7.30-7.15 (m, 3H), 6.95-6.75 (m, 3H), 

4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.40 (s, 3H) 0 • 



2- (3- (2- (5-^^-2- (3, 4, 5 - h V * V * v 7 



H3C-0 




CH 



110 
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TLC : Rf 0.24 (^-fr > '. ftRifA'* 2:1); 

NMR (CDC1 3 ) : S 7.25-7. 15 (m, 3H), 6.95-6.75 (m, 3H), 4.25 (t, J = 7.5 Hz, 2H), 

3.95 (s, 6H), 3.90 (s, 3H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 7.5 Hz, 
2H), 2.40 (s, 3H) 0 

5 

(7 5) 

2- (3- (2- (5-^f-^-2- (4-^f;V^7^>-l-^;l') * 

10 




TLC : Rf 0.12 (MtXf-)!') ; 

NMR (CDa 3 ) : * 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.20 (t, J = 

15 7.0 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.42 (t, J = 5.0 Hz, 4H), 3.09 (s, 2H), 2.95 (t, 
J = 7.0 Hz, 2H), 2.50 (t, J = 5.0 Hz, 4H), 2.34 (s, 3H), 2.26 (s, 3H) 0 

Wmi (7 6) 

2- (3- (2- (5 -***-2- (4-^Wt7x-;l^) 




111 



1 



WO 99/46232 PCT/JP99/01134 

TLC:Rf 0.46 (fttt^f-^ = 1 : 2)1 

NMR (CDa 3 ) : S 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 

8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.52 (s, 3H), 2.37 (s, 3H) Q 

Wmi (7 7) 

2- (3- (2- (5-^^-2- (\£ Vv>-2 -4*) jtZ-W-fr- 



10 




CH- 



TLC:Rf O.60(^^r"9-> I S^x^;V= 1 ; 2); 

NMR (CDQ 3 ) : $ 8.71 (m, 1H), 8.05 (m, 1H), 7.73 (m, 1H), 7.32 (m, 1H), 7.21 

(dd, J = 8.0, 8.0 Hz, 1H), 6.76-6.92 (m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 
15 3.72 (s, 3H), 3.08 (s, 2H), 3.01 (t, J = 6.6 Hz, 2H), 2.44 (s, 3H) e 



20 



2- (3- (2- (5 -^^;w-2 - (ft7x>-2-^;v) **-9-y-;u 




CH 



TLC : Rf 0.40(^^r"9-> : S|[xf;l/=3 : 1); 

NMR (CDC1 3 ) : $ 7.58 (dd, J = 3.6, 1.3 Hz, 1H), 7.37 (dd, J = 5.0, 1.3 Hz, 1H), 

112 
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7.21 (dd, J = 8.0, 8.0 Hz, 1H), 7.08 (dd, J = 5.0, 3.6 Hz, 1H), 6.87-6.91 (m, 2H), 
6.79 (m, 1H), 4.22 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.96 
(t, J = 6.6 Hz, 2H), 2.36 (s, 3H) 0 

5 jEflffl 1 (79) 

2- (3- (2- (5-^^-2- (3 hn-4 ->f^7x^) * 
^•9-V-;W-4-W;V) x^y) 7x-^^fW) gj=$ • ^;^Jl;^.■7- 



10 




TLC . Rf 0.42 (^*-9"> I ftRj.-f-^= 2 I 1)1 

NMR (CDCI3) : 5 8.55 (d, J = 1 Hz, 1H), 8. 10 (dd, J = 8, 1 Hz, 1H), 7.40 (d, J = 8 

Hz, 1H), 7.20 (dd, J = 8, 8 Hz, 1H), 6.95-6.80 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.80 
15 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.65 (s, 3H), 2.40 (s, 
3H) 0 

iiaj (so) 

2- (3- (2- (5->f"^-2- (4-v7W<y7z^) 
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TLC : Rf 0.43 (ftftx*-;!/ : >=l ; 2 ) ; 

NMR (CDC1 3 ) : £ 7.83 (d, J = 9.0 Hz, 2H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.95- 
6.75 (m, 3H), 6.71 (d, J = 9.0 Hz, 2H), 4.23 (t, J = 7.0 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 3.01 (s, 6H), 2.96 (t, J = 7.0 Hz, 2H), 2.34 (s, 3H) D 

mmm 1 (81) 

2- (3- (2- (5 2 -S^n^Of-*/*^ */-/!/ -4 -4)V) 



10 




TLC:Rf 0.46 : gfc$.x-^;i/=2 : 1); 

NMR (CDCI3) : 8 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4. 15 (t, J = 6.5 Hz, 2H), 3. 80 

(s, 2H), 3.75 (s, 3H), 3.15 (m, 3H), 2.90 (t, J =6.5 Hz, 2H), 2.25 (s, 3H), 2.20-1.50 
15 (m, 8H)o 

2- (3- (2- (5 2 - U-^f-^jt— tZ-^V-iv- 

A-^)V) 3-Y* s s) 7x-;p) ^t-^f^xAf;!' 

20 

ILC:Rf 0.54 (^^V I gfc$?x^;i/=2 I 1)| 

NMR (CDCI3) : S 7.86 (d, J = 8.0 Hz, 2H), 7.28-7. 15 (m, 3H), 6. 88-6.76 (m, 3H), 
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4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 
3H), 2.36 (s, 3H) 0 

1 (83) 

5 2- (3- (2- (5-^^^-2- (4-xf;i/7x-;i/) X^V-fr- 

4-4 )V) xh*v) 7x-^) • ^f-;i/x^r;w 




10 TLC:Rf 0.56 (^^"9" > ^Kxf^=2 I 1) ; 

NMR (CDC1 3 ) : S 7.90 (d, J = 8.0 Hz, 2H), 7.30-7. 16 (m, 3H), 6. 88-6.76 (m, 3H), 

4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.68 (q, 
J = 7.6 Hz, 2H), 2.37 (s, 3H), 1.26 (t, J = 7.6 Hz, 3H) C 

15 ^MiM 1 (84) 

2- (3- (2- {5 2- (4-yne;i/7jc-;i/) t^V-J^ 




TLC:Rf o.59(^-9-> : 8fc&^^=2 : l) ; 

NMR (CDCI3) : 5 7.88 (d, J = 8.4 Hz, 2H), 7.27-7. 15 (m, 3H), 6. 88-6.76 (m, 3H), 

4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97<t, J = 6.6 Hz, 2H), 2.62 (t, J 
= 7.5 Hz, 2H), 2.36 (s, 3H), 1.66 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) D 
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fifeWl (8 5) 



2- (3- (2- (5-*f-/l"-2- (4-^vyot>7x-^) ***rV 
- )], - 4 - j fr) jch^v) 7x-;i^) ftlfc • -*f-;iAX*-f A' 



HaC K>< 

H,C X = / i 




TLC:Rf 0.66(^**)-> I gfcg£.x^;i/= 2 II); 

NMR (CDC1 3 ) : 5 7. 89 (d, J = 8.4 Hz, 2H), 7. 34-7. 15 (m, 3H), 6. 88-6.75 (m, 3H), 

10 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 3.04- 
2.86 (m, 1H), 2.36 (s, 3H), 1.28 (s, 3H), 1.25 (s, 3H) e 



mm 



2- (3- (2- (5-^-^^-2- (4- (2 - * 1- )V? u }£ )V) 7x-;l^) 




TLC : Rf 0.60 (^+-9- ^ I gt=$?i-^;i/= 2 : 1) ; 
20 NMR (CDCI3) : S 7.88 (d, J = 8.2 Hz, 2H), 7.27-7. 15 (m, 3H), 6.90-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.51 (d, 
J = 5.4 Hz, 2H), 2.36 (s, 3H), 2.00-1.76 (m, 1H), 0.92 (s, 3H), 0.89 (s, 3H) G 
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iiti (8 7) 

2- (3- (2- (5 -^-^^-2- (4-t-7*f^7x-;l/) t*^*/- 




TLC : Rf 0^7(^#-^^ :ftRxf->U=2 I 1); 

NMR (CDQ 3 ) : <5 7.90 (d, J = 8.6 Hz, 2H), 7.44 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 

6.88-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 
6.6 Hz, 2H), 2.37 (s, 3H), 1.34 (s, 9H) C 

^mn i (88) 

2- (3- (2- (5-^^)1^- 2-^^ uzfu\d)Ut^"/~)V-4 -<ifr) 




TLC : Rf 0.47 (Sfcggxf^l/ ; ^*-9-> = 1 ; 1); 

NMR (CDC1 3 ) : S 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4. 15 (t, J = 

7.0 Hz, 2H), 3.79 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.84 (t, J = 7.0 Hz, 2H), 2.22 (s, 
3H), 1.97 (ra, 1H), 1.05-0.90 (m, 4H) e 



(89) 
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2- (3- (2- (5 2- (4- (1, 2, 3 -f-T y'7 

4-4*) 7i-^) 4 -4*) x^y) 7x^;MfH 




TLC : Rf 0.75 : SiJxf ^= 2 II); 

NMR (CDC1 3 ) : 5 8.72 (s, 1H), 8.13 (s, 4H), 7.22 (t, J = 8.0 Hz, 1H), 6.93-6.77 

(m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.09 (s, 2H), 3.00 (t, J = 
10 6.6 Hz, 2H), 2.41 (s, 3H) e 



mm (9 0) 

2- (3- (2- (5 -^f-^-2 - (4- (4-^^;U-l, 2, 3 -f-7 
15 gfcfg • ^-^KxT.-f* 




CH. 



TLC : Rf 0.89(^^-9-^ : gfcg£ji^;U = 2 : 1)| 
20 NMR (CDCI3) : S 7.21 (t, J = 7.4 Hz, 1H), 6.94-6.74 (m, 3H), 4.24 (t, J = 6.6 Hz, 

2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 3.02 (s, 3H), 2.99 (t, J = 6.6 Hz,, 2H), 
2.42 (s, 3H) 0 



118 



WO 99/46232 PCT/JP99/01134 

liflj on 

2- (3- (2- (5-^f"^-2- (4 -* h*v7x-;i/) V*-^ 



5 




TLC.Rf 0.38(^^-9-^ I ft8if^-2 I 1) I 

NMR (CDa 3 ) : <J 7.91 (d, J = 9.0 Hz, 2H), 7.20 (m, 1H), 6.94 (d, J = 9.0 Hz, 2H), 

6.88-6.77 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.85 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 
10 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) C 

mmm\ 02) 

2- (3- (2- (5-^f-^-2- (3, 4-/n^>7x^) 
V-;U-4-^f;V) X^y) 7i-)l/) SS^f^W^ 

15 




o 



CH 3 



TLC:Rf 0.17 : SR^f ^ = 2 ! 1); 

NMR (CDCI3 + CD3OD) : S 7.56 (dd, J = 8.2, 2.0 Hz, 1H), 7.50 (d, J = 2.0 Hz, 

20 1H), 7.21 (m, 1H), 6.91 (d, J = 8.2 Hz, 1H), 6.89-6.77 (m, 3H), 4.23 (t, J = 6.6 Hz, 
2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 
2.37 (s, 3H) 0 
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mm l&jj 



2- (3- (2- (5-^f-;u-2- (1, 3-v**^M >y>-5-J )l<) 




CH 



TLC : Rf 0.44 (^^r"9" > : §£g2aLf-;i/= 2:1); 

NMR (CDa 3 ) : 8 7.52 (dd, J = 8.2, 1.8 Hz, 1H), 7.44 (d, J = 1.8 Hz, 1H), 7.21 (m, 

10 1H), 6.99-6.76 (m, 4H), 6.01 ( s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 
2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 



2- (3- (2- (5-^;W-2- (3, 4, h^rv7x^) 

15 **^V-;w-4--f;i') xh^fv') 7i-;i/) Sl-^mf^ 




CH. 



CH 



TLC:Rf o.28(^*-9-> : g£$tx^;v=2 : l); 

20 NMR(CDC1 3 ): £ 7.28-7.17 (m, 3H), 6.89-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 
3.94 (s, 6H), 3.89 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
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3H), 



tWl (9 5) 

2- (3- (2- (5 -t+fr- 2 - (4-F'j7^D^f^>7i^l/) 




CH 



xrx 



o 



CH 



TLC:Rf 0.61 (f^tty I g|$xf-;i/= 2 : 1)1 
10 NMR (CDC1 3 ) : S 8.01 (d, J = 8.6 Hz, 2H), 7. 32-7. 16 (m, 3H), 6. 89-6. 76 (m, 3H), 

4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
3H) 0 



■Mn (9 6) 

15 2- (3- (2- (5 -^f"^- 2 - (2, 2-^7JP*n-i, 



20 




TLC:Rf 0.52 ftKx?-*= 2 II); 

NMR (CDCI3) : 5 7.75 (dd, J = 8.4, 1.8 Hz, 1H), 7.68 (d, J = 1.8 Hz, 1H), 7.21 (m, 

1H), 7.10 (d, J = 8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 
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3H), 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H), 



2- (3- (2- (5-^5 L ^-2- (4- HJ 7^:*-o^;i^*7jc^;1/) 




10 TLC : Rf 0.45(^\^r"9-> : g^^i^;i/=3 : 1); 

NMR (CDC1 3 ) : 5 8.02 (d, J = 8.4 Hz, 2H), 7.70 (d, J = 8.4 Hz, 2H), 7.21 (t, J = 

7.8 Hz, 1H), 6.91-6.73 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.08 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H) 0 



15 i (98) 



2- (3- (2- (5-^;U-2- (4-y7/7x-*) **4fV-}\>- 



20 




TLC: Rf 0.35 (^^r-t> I Sixf ;i/= 2 : 1); 

NMR (CDCI3) : $ 8.08 (d, J = 8.4 Hz, 2H), 7.71 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 

6.75-6.94 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 
2.99 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H) G 
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11 (9 9) 

♦ 

2- (3- (2- (5 2- (77>-2-^^) **^7*-;U-4 




CH 



TLC : Rf 0.32(^^r-9-> I ftRxffl/=2 I 1); 

NMR (CDC1 3 ) : £ 7.52 (m, 1H), 7.21 (m, 1H), 6.86-6.96 (m, 3H), 6.79 (m, 1H), 

10 6.51 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 
(t, J = 6.6 Hz, 2H), 2.37 (s, 3H)„ 



: *fcfl»i (100) 

2- (3- (5 - ^fA'-2-7xS*t*ty-A'-4 -4 *) 

* 

15 7ii^) ftS^f^fJ/ 




TLC: Rf 0.69(^4r-9-> I ftS?xf-;i/=2 : 1); 
20 NMR (CDCI3) : S 7.98-8. 10 (m, 2H), 7.40-7.54 (m, 3H), 7.26 (m, 1H), 6.86-7.00 

(m, 3H), 4.99 (s, 2H), 3.68 (s, 3H), 3.61 (s, 2H), 2.44 (s, 3H) 0 
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^mm i (101) 

2- (3- (2- (5-^f;V-2-7xr.;vf7V-;i/-4-/f^) jl h * 




TLC:Rf 0.56 (^^r-9-> I ^o:^;i/=2 II); 

NMR (CDC1 3 ) : $ 7.90-7.81 (m, 2H), 7.46-7.35 (m, 3H), 7.25-7.16 (m, 1H), 6.87- 

6.78 (m, 3H), 4.32 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3. 19 (t, J = 6.8 Hz, 
2H), 2.46 (s, 3H) 0 

mmmi (102) 

2- (3- (3- (5-^f^-2-7xz;i/^^f/-;v-4 — f )\,) -fu 




TLC:Rf 0.42(^"9-> : ftKxf-^=2 : 1); 

NMR (CDCI3) : * 7.94-8.04 (m, 2H), 7.36-7.50 (m, 3H), 7.22 (m, 1H), 6.76-6.90 

(m, 3H), 3.98 (t, J = 6.2 Hz, 2H), 3.69 (s, 3H), 3.59 (s, 2H), 2.70 (t, J = 7.0 Hz, 2H), 
2.28 (s, 3H), 2.15 (m, 2H) 0 
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jjl (10 3) 

» 

2- (3- (2- (2-7i-Jl'tW-^-4-'f^) Jih^rv) 7ji- 




TLC:Rf 0.53(^^"9-> I SS?x^^=2 ! 1) ; 

NMR (CDa 3 ) : S 7.96-8.08 (m, 2H), 7.57 (s, 1H), 7.40-7.52 (m, 3H), 7.24 (m, 

1H), 6.80-6.92 (m, 3H), 4.28 (t, J = 6.6 Hz, 2H), 3.69 (s, 3H), 3.59 (s, 2H), 3.09 (t, J 
10 = 6.6 Hz, 2H) 0 



15 



1 1 (10 4) 

2- (3- (2- (5-^^-2 - (4-v^n^^v;i/7i^;l/) 



CK>0 




CH 



TLC:Rf 0.67 (^^-9->- I ilfxf ^= 2 11); 

NMR (CDa 3 ) : £ 7.88 (d, J = 8.4 Hz, 2H), 7.26 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 

20 6.77-6.86 (m, 3H), 4.23 (t, J = 7.0 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96 (t, J = 
7.0 Hz, 2H), 2.55 (m, 1H), 2.36 (s, 3H), 1.73-7.87 (m, 4H), 1.30-1.60 (ra, 6H) e 



Mm (10 5) 

2- (3- (2- (5-*^;i"-2- (3-^DD-4-yf^7x^) t 
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CI 



TLC : Rf 0.53^5-*i-> I ftB?xf-^= 2 I 1); 

NMR (CDCI3) : 5 7.96 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 8.0, 1.8 Hz, 1H), 7.28 (d, 

J = 8.0Hz, 1H), 7.22 (m, 1H), 6.78-6.86 (m, 3H), 4.23 (t, J = 6.7 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.96 (t, J - 6.7 Hz, 2H), 2.40 (s, 3H), 2.37 (s, 3H)o 

2- (3- (2- (5 - ^f-^-2 - (4-^^f^75;7x^) **-9- 




TLC:Rf 0.31 (^*-9"> : SS?xf;u=2 ! 1); 

NMR (CDCI3) : $ 7.84 (d, J = 9.0 Hz, 2H), 7.21 (m, 1H), 6.78-6.87 (m, 3H), 6.71 

(d, J = 9.0 Hz, 2H), 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3.01 (s, 6H), 
2.95 (t, J = 6.8 Hz, 2H), 2.34 (s, 3H) 0 

gflftl 1 (10 7) 

2- (3- (2- (5-xfjb-2-7x^;i/tH7-jv- 4 -4 ;H a h 
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TLC:Rf 0.61 (^^> I ftRif-^= 2 I 1) ; 
5 NMR (CDa 3 ) : S 7.94-8.04 (m, 2H), 7.37-7.50 (m, 3H), 7.21 (m, 1H), 6.76-6.89 

(m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 
2.75 (q, J = 7.6 Hz, 2H), 1.31 (t, J = 7.6 Hz, 3H) e 

10 2- (3- (2- ( 5 — ^ — 2 - (4-7*f^7i-^) t^V-fr - 
4-4 )V) x^y) 7x-^) ^•^^WT.-r^ 




H 3 C 

15 TLC:Rf 0.62 > I &$.x^;i/= 2 : 1 ) ; 

NMR (CDa 3 ) : 6 7.88 (d, J = 8.6 Hz, 2H), 7. 16-7.28 (m, 3H), 6.76-6.90 (m, 3H), 

4.23 (t, J = 6.8 Hz, 2H), 3.69 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 2.64 (t, J 
= 7.0 Hz, 2H), 2.36 (s, 3H), 1.62 (m, 2H), 1.34 (m, 2H), 0.93 (t, J = 7.4 Hz, 3H) D 



20 MMffl 1 (10 9) 

2- (3- (2- (h-**fr-2- (4-)DD7x^) 
xKv) 7x;;i/) ftg§ • 
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njC.Rf 0.54 > : Wf&j-1-)I'=2 : l); 

NMR (CDa 3 ) : $ 7.91 (d, J = 8.6 Hz, 2H), 7.40 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 

6.75-6.89 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96(t, J = 6.6 
Hz, 2H), 2.37 (s, 3H) 0 

mmmi (no) 

2- (3- (2- (5-*f-*-2- (^7 1^-2-^) X^V-fr 




TLC : Rf 0.43(^^"9-> : ^i^;i/=2 II); 

NMR (CDC1 3 ) : 8 7.58 (dd, J = 3.7, 1.2 Hz, 1H), 7.36 (dd, J = 5.2, 1.2 Hz, 1H), 
7.22 (m, 1H), 7.08 (dd, J = 5.2, 3.7 Hz, 1H), 6.77-6.88 (m, 3H), 4. 22 (t, J = 6. 6 Hz, 
2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) e 

2- (3- (2- (5-^^;P-2- (yyy-2-4)\y) * ^^-fr- 4 
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TLC : Rf 0.33(^^r"9-^ I g^^f-^= 2 '.!)', 

NMR (CDC1 3 ) : d 7.51 (m, 1H), 7.21 (m, 1H), 6.92 (d, J = 3.4 Hz, 1H), 6.78-6.87 

5 (m, 3H), 6.50 (dd, J = 3.4, 1.8 Hz, 1H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.57 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.36 (s, 3H) 0 

mmi (1 1 2) 

2- (3- (2- (5-^f-^-2- (tfV v>-2 -4*) tZ-W-A'- 
10 4--01') xf#y) 7x-;l') gfc$g • to 




TLC : Rf 0.57 (ftlxf^) ; 
15 NMR (CDa 3 ) : 5 8.70 (m, 1H), 8.05 (m, 1H), 7.78 (ddd, J = 7.8, 7.8, 1.6 Hz, 1H), 

7.31 (m, 1H), 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 
3.57 (s, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.43 (s, 3H) 0 

mm (113) 

20 2- (3 - (2 - (5-**fr-2- * _ 
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CH 3 



TLC:Rf 0.76 I ffl&3-1-)l>=Z \\)\ 

NMR (CDCI3) : 8 7.91 (m, lH), 7. 19-7. 34 (m, 4H), 6.78-6. 87 (m, 3H), 4. 25 (t, J = 

5 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.8 Hz, 2H), 2.65 (s, 3H), 2.37 (s, 
3H) 0 

i 

2- (3- (2- (5 2 - (3-^f-^7iz;i/) ^-^v-^- 

10 A-Jfr) i^v) 7x-;i/) |fca£ • ^f;i/x^f^ 




H 3 C 

TLC : Rf 0.55 : W&L^Tfr=2 II); 

15 NMR (CDCI3) : S 7.75-7. 82 (m, 2H), 7. 17-7.35 (m, 3H), 6.78-6. 86 (m, 3H), 4.24 

(t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H), 
2.37 (s, 3H) 0 

20 2 - (3 - (2 - (5-^f-;W-2- (4-h'j7;^o^f ;V7x^;v) * 
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TLC:Rf 0.57 I gfc&x^;l/= 2 I 1) ; 

NMR (CDa 3 ) : S 8.09 (d, J = 8.4 Hz, 2H), 7.68 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 

5 6.75-6.90 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99(t, J = 6.6 
Hz, 2H), 2.40 (s, 3H) 0 

mmm i (ii6) 

2- (3- (2- (5 - (4-7^D7x-fl/) t^r-9-V-;i/ 

10 xKv) 7i^^) SK-^^rA' 




TLC:Rf 0.51 I ^^=2 II); 

15 NMR (CDC1 3 ) : $ 7.91-8.04 (m, 2H), 7.05-7.24 (m, 3H), 6.75-6.92 (m, 3H), 4.23 

(t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) 0 



11 (117) 

2 - (3 - (2 - (5-^^-2- (4 -*>7V 7x-;U) 
20 4 --f^) xh^» 7x-;l/) ftR. *^/lM.*f * 
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TLC : Rf 0.37 C^*^ I ffiKif^= 2 I 1)1 

NMR (CX>a 3 ) : 5 8.07 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 8.8 Hz, 2H), 7.22 (m, 1H), 
6.78-6.87 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 
5 6.6 Hz, 2H), 2.40 (s, 3H) Q 

> 

mmmi a is) 

2- (3- (2- (5-^^^-2- (4-^^;v-l, 2, 3-f7^7V 
5 --f fr- 1-4 P) xh+v) 7x-^) ^-^-^ 

10 ;i/jc7.7 : -;w 




TLC :Rf 0.49 (^^-9- >: ^^^=2 : l); 

15 NMR (CDa 3 ) : S 7.22 (m, 1H), 6.78-6.87 (m, 3H), 4.23 (t, J = 6.2 Hz, 2H), 3.68 
(s, 3H), 3.58 (s, 2H), 3.02 (s, 3H), 2.98 (t, J = 6.2 Hz, 2H), 2.41 (s, 3H) e 

2- (3- (2- (5-^^-2- (2, 3, 5, 6-f F77^n-4 



132 



* 



WO 99/46232 PCT/JP99/01134 




F F 



TLC:Rf 0.58 (^^V I WfU^^=2 II); 

KMR (CDCI3) : 8 7.20 (m, 1H), 6.75-6.90 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 
5 (s, 3H), 3.58 (s, 2H), 3.02 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H), 2.33 (s, 3H) 0 

M&m H 2 0) 

2- (3- (2- (5 ->f-^~ 2 - (3-- ;U7x-;V) * 

10 




TLC:Rf 0.33 I ftRxf A/= 2 II); 

NMR (CDa 3 ) : £ 8.55 (d, J = 1.6 Hz, 1H), 8.09 (dd, J = 8.0, 1.6 Hz, 1H), 7.41 (d, 

15 J = 8.0 Hz, 1H), 7.19 (m, 1H), 6.70-6.88 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.64 (s, 3H), 2.40 (s, 3H) 0 

2- (3- (2- (5-^^^-2-v^D/\4rv>W*4r-9-y , -;W-4--f ;V) 
20 x^y) 7x-;i/) m& ■ *7-)V2.*t)\> 
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TLC :Rf 0.50 (^^-9- > I : 1)1 

NMR (CDC1 3 ) : 5 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4. 15 (t, J = 6.7 Hz, 2H), 3.69 
5 (s, 3H), 3.58 (s, 2H), 2.87 (t, J = 6.7 Hz, 2H), 2.69 (m, 1H), 2.24 (s, 3H), 1.96-2.08 
(m,2H), 1.20-1.86 (m,8H)o 



mil (12 2) 

2 _ (3- (2- (5-^^^-2-v^n^>^;l/^-^r-9-V*-;i'-4-^;i') 




CH 3 



TLC : Rf 0.50 > ' Stif^= 2:1); 

15 NMR (CDCI3) : 5 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4. 15 (t, J = 6.7 Hz, 2H), 3.69 

(s, 3H), 3.58 (s, 2H), 3.11 (m, 1H), 2.86 (t, J =6.7 Hz, 2H), 2.24 (s, 3H), 1.58-2.12 
(m,8H) 0 



L2 (12 3) 

20 2 - (3 - (2 - (5-^^-2 - ***V-A' 

- x^-» 7i-;v) ftBj.^^^x^-fA' 
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TLC:Rf 0.55 : gfc&o. ?■;!/= 2 I 1)1 

NMR (CDa 3 ) : $ 7.88 (d, J = 8.0 Hz, 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.17 (m, 1H), 

5 6.70-6.88 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.57 (s, 2H), 2.96(t, J = 6.8 
Hz, 2H), 2.63 (t, J = 7.6 Hz, 2H), 2.36 (s, 3H), 1.64 (m, 2H), 1.20-1.42 (m, 4H), 
0.89 (t, J = 6.6 Hz, 3H) 0 



Will (12 4) 

10 2- (3- (2- (5-^;w-2- (fcf V v>-4->f;i/) 




CH- 



CH 3 



15 TLC : Rf 0.22 (^^r^V I IM&xf-jl/s 1 : 1); 

NMR (CDC1 3 ) : S 8.90 (d, J = 6 Hz, 2H), 7. 85 (d, J = 6 Hz, 2H), 7.20 (dd, J = 8, 8 

Hz, 1H), 6.95-6.80 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3. 10 
(s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.45 (s, 3H) Q 



20 - mtkm 1 (125) 

2- (3- (2- (5-^^-2- (iiUv>-3 -^f;w) *^y > -A'- 
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TLC:Rf 0.33 I ftRxf^- 1 : 3) ; 

NMR (CDQ 3 ) : 8 9.22-9. 18 (m, 1H), 8.61 (dd, J = 5.0 Hz, 1.8 Hz, 1H), 8.25-8. 19 

5 (m, 1H), 7.37-7.16 (m, 2H), 6.85-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.66 (s, 3H), 
3.56 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) 0 

mm (12 6) 

2- (3- (2- (5-*T)l'-2- (t£V^>-4->f )V) t^V-fr- 

io 4-4*) xf^y) 7x-;i/) sg.^f^xzf^ 




Rf0.25 (^^r"9-> : »Rxf^/= 1 : 3) ; 
15 NMR (CDC1 3 ) : <J 8.71-8.67 (m, 2H), 7.83-7.80 (m, 2H), 7.26-7. 17 (m, 1H), 6.86- 

» 

6.79 (m, 3H), 4.24 (t, J = 6.4 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99 (t, J = 6.4 Hz, 
2H), 2.40 (s, 3H) 0 

mMU d 2 7) 

20 2- (3- (2 - (S-*+*-2- (4-^^*^^y'J>-l-4)V) T 
TV-*- 4-4*) xh^fy) 7x-)V) g^ife • *f-/l/.x.Xf 



136 



WO 99/46232 



PCT/JP99/01134 




TLC:Rf 0.39(^na*;l/A : ^ ^y-;i/=2 0 : 1) ; 

NMR (CDa 3 ) : $ 7.21 (m, 1H), 6.77-6. 85 (m, 3H), 4. 19 (t, J = 7. 1 Hz, 2H), 3.68 

5 (s, 3H), 3.58 (s, 2H), 3.42 (m, 4H), 2.94 (t, J = 7. 1 Hz, 2H), 2.50 (m, 4H), 2.33 (s, 
3H), 2.25 (s, 3H)o 



mm 

2- (3- (2- (5-^^-2-7x^tH , /-;i'-4-^l') 
10 t-7*f^xXf^ 




TLC:Rf o.79(ftKxf-;n -mmj->=i : n; 

15 NMR (CDQ 3 ) : <5 7.98 (m, 2H), 7.50-7.35 (m, 3H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 

6.95-6.80 (m, 3H), 4.58 (s, 2H), 4.25 (t, J =6.5 Hz, 2H), 3.96 <s, 2H), 2.98 (t, J = 
6.5 Hz, 2H), 2.38 (s, 3H), 1.47 (s, 9H) e 



ifflj (1 2 9) 

20 2- (3 - (2 - (5 - (tT';y>-3--f^) **-9-V*-;U- 
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TLC : Rf O.U(^*y-> I gfcg£ji^;l/= 1 : 2) ; 

NMR (CDCI3) : 5 9.20 (d, J = 2 Hz, 1H), 8.65 (dd, J = 5, 2 Hz, 1H), 8.25 (m, 1H), 

5 7.35 (m, 1H), 7.20 (dd, J - 8, 8 Hz, 1H), 6.95-6.75 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 
3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H) 0 

liiJ (13 0) 

2- (3- (2- (5-^^;W-2 - (4 -*1-)V1-*-7 




TLC : Rf 0.39(^*^> I gfcg|x?-;i/=2 I 1) ; 
15 NMR (CDCI3) : «J 7.88 (d, J =8.6 Hz, 2H), 7.27 (d, J = 8.6 Hz, 2H), 7.17(dd, J = 

7.8, 7.6 Hz, 1H), 6.70-6.88 (m, 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H) Q 



mmw 1 (131) 

20 2- (3 - (2- (5-^^-2-v?n7'ne;u**^y-;i'-4-'f ;v) 

■ 
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TLC:Rf 0.39 : ftft.x?-/i/= l : l); 

NMR (CDC1 3 ) : $ 7.26-7. 16 (m, 1H), 6. 85-6. 76 (m, 3H), 4. 14 (t, J = 6.8 Hz, 2H), 

3.68 (s, 3H), 3.57 (s, 2H), 2.83 (t, J = 6.8 Hz, 2H), 2.21 (s, 3H), 2.04-1.90 (m, 1H), 
1.01-0.89 (m,4H) 0 

^fifcfffl 1 (13 2) 

2 - (3 - (2 - (5 2- (4 -- b n7i-;u) *^y--;u- 



TLC : Rf 0.57(^*"9-> :|t|xf*»4 : 3) I 

NMR (CDCI3) : £ 8.29 (d, J = 9.0 Hz, 2H), 8.13 (d, J = 9.0 Hz, 2H), 7.22 (m, 1H), 

6.77-6.87 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.86 (s, 3H), 3.58 (s, 2H), 3.00 <t, J = 
6.6 Hz, 2H), 2.42 (s, 3H) 0 

mm® 1 (13 3) 

2- (3 - (2 - (5-^^-2 - V >-2 ->f ;W) ^^V-^- 
A-4)V) xh^y) 7i-;i/) Si • ;Vxxf ^ 
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TLC : Rf 0.38 > I W&L^**"* 4:3); 

NMR(CDC1 3 ) : 8 8.17-8.29 (m, 3H), 7.83 (m, 1H), 7.75 (m, 1H), 7.57 (m, 1H), 
5 7.22 (m, 1H), 6.78-6.86 (m, 3H), 4.29 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 
3.05 (t, J = 6.6 Hz, 2H), 2.49 (s, 3H) e 



mU (134) 

2 - (3- (2- (5-^f"^-2- (3-FV7^tD^h^y7x-^) 
10 X^^f-lV- xh>V) 7i-;V) ftK- ,*^/UJL*f * 



F 3 CQ 




CH 



TLC : Rf 0.46(^^-9- > :S^^^^=2 : d; 

15 NMR (CDa 3 ) : 8 7.91 (dt, J = 7.8, 1.2 Hz, 1H), 7.85-7.82 (m, 1H), 7.45 (t, J = 
7.8 Hz, 1H), 7.28-7. 17 (m, 2H), 6.88-6.77 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 3H) e 



*1 (1 3 5) 

20 2 - (3 - (2 - (5 2- (2-h , J7;l/*n> h*->7x-/lO 
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TLC : Rf 0.43 > I W&LX-W"* 2 11); 

NMR (CDa 3 ) : 8 8.11-8.04 (m, 1H), 7.49-7.31 (m, 3H), 1.21-1.16 (m, 1H), 6.88- 

5 6.76 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99 (t, J = 6.6 Hz, 
2H), 2.39 (s, 3H)o 

mmmi n 3 6) 

2- (3- (2 - (4-^f;v-2-7i-;^^t , /-;i/- 5 — r;w) x h 
10 yx-A') ftK'^f^w;!' 




TLC : Rf 0.37 I Mt-X-f-A"^ II); 

15 NMR (CDa 3 ) : £ 8.02-7.95 (m, 2H), 7.49-7.38 (m, 3H), 7.28-7.18 (m, 1H), 6.90- 

6.77 (m, 3H), 4.22 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3. 16 (t, J = 6.8 Hz, 
2H), 2.22 (s, 3H)o 

^fifcfll 1 (13 7) 

20 2 - (3 - (2-'(5-**/l'-2- (1, 3-i?***M >y>-5-4 )V) 

141 



WO 99/46232 




tlc : Rf o.83 (^-9- > : ss^^^= i 

NMR (CDa 3 ) : 8 7.51 (dd, J = 8.0, 1.8 Hz, 1H), 7.43 (d, J = 1.8 Hz, 1H), 7.24 (t, 

5 J = 7.8 Hz, 1H), 6.97-6.79 (m, 4H), 6.01 (s, 2H), 4.58 (s, 2H), 4.23 (t, J = 6.8 Hz, 
2H), 3.96 (s, 2H), 2.95 (t, J = 6.8 Hz, 2H), 2.35 (s, 3H), 1.48 (s, 9H)o 

2- (3- (4- (4-^f^7x^) fjy-^-Z-f^^ f^v) 7 




%mn 1 -?M&Ltzik&® (0.51 g) ^^-^-rl-7i:Kn77> 
15 (8 ml, 1 : 1) Otl^^H^L, 2 U-fcmti- Y V 7 

(3.2ml) Srtax-T, B#^m#L^ e ^&^?§*£K£®£;tJllx.T, 

^u-effigJIU TIS^M* ^"1-^*^^^% (0.39 g) 

20 TLC:Rf 0.37 (gfc&^fl') I 

NMR (CDa 3 44 drop of CD3OD) : d 111 (2H, d, J=8.0Hz), 7.45 (1H, s), 7.23- 
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7.31 (3H, m), 6.91-7.05 (3H, m), 5.42 (2H, s), 3.83 (2H, s), 3.08 (2H, s), 2.39 (3H, 
s) 0 

5 %mmi^m&Lizitiim<?>ftt>*)\z%imi (1) -nmmi (137) 
10 mmi (1) 

6- (3- (4- f7 > /-^-2-'fJMKy) 7 



H 3 C 




15 

TLC : Rf 0.41 (f^WV : gf=gt.x^;i/= 1 : 1); 

NMR (CDC1 3 ) : 5 7.78 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.28-7-16 (3H, m), 6.90- 

6.78 (3H, m), 5.42 (2H, s), 2.60 (2H, t, J=7.5Hz), 2.39 (3H, s), 2.34 (2H, t, 
J=7.5Hz), 1.76-1.54 (4H, m), 1.46-1.24 <2H, m)o 

20 

3£lfoM 2 ( 2 L 

5- (3- (t'7i-;i'-4-'f;Mf^v) 7x-^) s<>?>& 
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TLC : Rf 0.49(ftRif->l'); 

NMR (CDa 3 ) : 8 7.58-7.64 (4H, m), 7.35-7.53 (5H, m), 7.21 (1H, m), 6.78-6.84 

(3H t m), 5.09 (2H, s), 2.62 (2H, t, J=7.0Hz), 2.38 (2H, t, J=7.0Hz), 1.64-1.72 (4H, 
m) 0 

4- (3- (tT7x-;V-4->f fr* h*v) 7i-JP) 79 




TLC : Rf 0.67 (ft^f-fr) ; 

NMR ((%-DMSO) : * 7.62-7.66 (4H, m), 7.31-7.51 (5H, m), 7. 14 (1H, dd, J=7.5, 

7.5Hz), 6.71-6.82 (3H, m), 5.07 (2H, s), 2.52 (2H, t, J=7.0Hz), 2.06 (2H, t, 
J=7.0Hz), 1.74 (2H, tt, J=7.0, 7.0Hz) o 

*»«2 (4) 

4- (3- (4- (4->f;i/7x-^) f7 , /-^-2->f;Mb^y) 7 
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5 TLC : Rf 0.63 (ffiK^-f-^) ; 

NMR (CDa 3 ) : £ 7.78 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.23 (2H, d, J=8.0Hz), 

7.22 (1H, m), 6.81-6.88 (3H, m), 5.41 (2H, s), 2.66 (2H, t, J=7.5Hz), 2.38 (3H, s), 
2.36 (2H, t, J=7.5Hz), 1.96 (2H, tt, J=7.5, 7.5Hz) 0 

10 Wmi (5) 

4- (3- (2- (5-^f^-2-7i-Wt7-^-4->f^) 




15 

TLC:Rf 0.47 (ftRif-ZU) I 

NMR (CDCI3) : 8 7.94-8.02 (2H, in), 7.39-7.48 (3H, m), 7.18 (1H, m), 6.72-6.78 

(3H, m), 4.23 (2H, t, J=6.6Hz), 2.98 (2H, t, J=6.6Hz), 2.64 (2H, t, J=7.2Hz), 2.38 
(3H, s), 2.35 (2H, t, J=7.2Hz), 1.95 (2H, tt, J=7.2, 7.2Hz) 0 

20 

&mm2 (6) 
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6- (3- (2- (5-^f«'-2-7x-;HW-;i'-4-^^) il> 




5 

TLC :Rf 0.41(*nn#;WA : *?;-)U=l 5 : 1); 

NMR (CDQ 3 ) : 5 8.02-7.91 (2H, m), 7.49-7.36 (3H, m), 7.16 (1H, t, J=8.0Hz), 

6.78-6.69 (3H, m), 4.24 (2H, t, J=7.0Hz), 2.98 (2H, t, J=7.0Hz), 2.58 (2H, t, 
J=7.5Hz), 2.38 (3H, s), 2.34 (2H, t, J=7.5Hz), 1.75-1.54 (4H, m), 1.45-1.25 (2H, m) 0 

10 

5- (3- (2- (5-^^-^-2-y^-^t^^-)^-4-^^) J^Y 



o 



15 




TLC : Rf 0.36 (^DD*M : ^^/-;V=1 5 : 1 ) ; 

NMR (CDa 3 ) : 6 8.04-7.92 (2H, ra), 7.49-7.36 (3H, m), 7.17 (1H, t, J=8.0Hz), 

6.78-6.68 (3H, m), 4.24 (2H, t, J=7.0Hz), 2.98 (2H, t, J=7.0Hz), 2.68-2.53 (2H, m), 
20 2.45-2.30 (5H, m), 1.79-1.56 (4H, m) 0 

MMM2 (8) 

2- (3- (3- (lf7i=A'-4-'f;M Y**s) 7 x-;W) yDtfjl/ft) 
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5 TLC : Rf 0.38 n D*;i/A : > * J -)V= 1 0 : 1 ) ; 

NMR (CDC1 3 ) : $ 7.35-7.64 (9H, m), 7.22 (1H, m), 6.78-6.86 (3H, m), 5.09 (2H, 

s), 3.25 (2H, s), 2.70 (2H, t, J=7.5Hz), 2.67 (2H, t, J=7.5Hz), 1.94 (2H, tt, J=7.5, 
7.5Hz) 0 

io mmm o) 

2- (3- (3- (4- (4->Wzi^) f7V-^-2-'(Wf^ 
v) 7x-;W) 7n ft® 




15 

TLC:Rf 0.41(^nn*;l/^ : ^^y-;v=i o : l); 

NMR (CDC1 3 ) : $ 7.75 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.18-7.26 (3H, m), 6.80- 

6.91 (3H, m), 5.44 (2H, s), 3.23 (2H, s), 2.71 (2H, t, J=7.4Hz), 2.65 (2H, t, 
J=7.4Hz), 2.38 (3H, s), 1.93 (2H, tt, J=7.4, 7.4Hz) 0 

147 



WO 99/46232 

* 



PCT/JP99/01134 



6 - (2- (2- (5 -JT-fr- 2-7x-^^^rt > /-^- 4 -4 fr) xh 




OH 



TLC : Rf 0.50 n n A : ^ * y 1 0 : 1 ) ; 

NMR (CDC1 3 ) : 8 7.95-8.00 (2H, m), 7.39-7.44 (3H, m), 7.07-7. 17 (2H, m), 6.81- 
6.88 (2H, m), 4.23 (2H, t, J=6.7Hz), 3.00 (2H, t, J=6.7Hz), 2.57 (2H, t, J=7.3Hz), 
2.37 (3H, s), 2.30 (2H, t, J=7.4Hz), 1.46-1.69 (4H, m), 1.22-1.40 (2H, m) 0 

^jjfcgj 2(11) 

2- (3- (lf7x-;i/-4--f;V^ h*v) 7x-)MfW) 




TLC:Rf 0.39 (&&x^;l/) ; 

NMR (CDa 3 ) : S 7.60-7.64 (4H, m), 7.22-7.53 (6H, m), 6.89-7.02 (3H, m), 5. 11 
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(2H, s), 3.83 (2H, s), 3.10 (2H, s) 0 

2- (3- (2- (5 2 -7i-^t^t/-^-4 
5 7xi^^Wt) Sfcg 




TLC:Rf 0.33 (BH&x.T'JI') ; 
10 NMR (CDC1 3 ) : £ 7.95-8.00 (2H, m), 7.40-7.47 (3H, m), 7.21 (1H, dd, J=8.0, 

8.0Hz), -7.03 (1H, dd, J=2.0, 1.0Hz), 6.88 (1H, ddd, J=8.0, 3.0, 2.0Hz), 6.81 (1H, 
ddd, J=8.0, 3.0, 1.0Hz), 4.28 (2H, t, J= 7.5Hz), 3.86 (2H, s), 3.16 (2H, s), 2.98 (2H, 
t, J=7.5Hz), 2.39 (3H, s) D 

15 MMLZ (i 3) 

5- (2- (2- (5-^f^-2-7x-Wny-^-4 --Ol/) J-Y 




OH 



20 

TLC:Rf 0.58(?nn*;UA : ;< ?y-;i/=9 : 1) ; 

NMR (CDC1 3 ) : S 8.00-7.95 (2H, m), 7.50-7.35 (3H, m), 7.20-7.05 (2H, m), 6.90- 
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6.80 (2H, m), 4.25 (2H, t, J = 7 Hz), 3.05 (2H, t, J = 7 Hz), 2.60 (2H, t, J = 7 Hz), 
2.40 (3H, s), 2.35 (2H, t, J = 6 Hz), 1.80-1.50 (4H, m) 0 



■mm (14) 

5 6- (2- (4- f7 4 /-;V-2-^n^'» 7 




10 TLC:Rf 0.76 (HMfcx?'*') I 

NMR (CDa 3 ) : 8 7.79 (2H, d, J=8.4Hz), 7.44 (1H, s), 7.15-7.26 (4H, m), 6.91- 

6.98 (2H, m), 5.41 (2H, s), 2.73 (2H, t, J=7.4Hz), 2.38 (3H, s), 2.36 (2H, t, 
J=7.3Hz), 1.62-1.78 (4H, m), 1.37-1.52 (2H , m) Q 



15 



12 (15) 

2- (3- (3- (2- (5 -^f-^- 2-7x-;i/t^ty-)l'-4-^l') 




20 



tlc :Rf o.42(^nn*;i/i. : ^ ^y-;k= l 0 : 1) ; 
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NMR (CDCI3) : S 7.94-7.98 (m, 2H), 7.41-7.44 <m, 3H), 7.16 (dd, J = 7.7, 7.7 Hz, 

1H), 6.89 (m, 1H), 6.72-6.76 <m, 2H), 4.29 (t, J = 7.2 Hz, 2H), 3.23 (s, 2H), 3.01 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 6.7 Hz 2H), 2.66 (t, J = 6.7 Hz, 2H), 2.40 (s, 3H), 1.94 
(tt, J = 6.7, 6.7 Hz, 2H) 0 

5 

2- (3- (2- (lf7xz;l/-4-^^) xh*v) 




TLC : Rf 0.43(^nn*;i/A : ^^y-;W=l 0 I 1); 

NMR (CDQ 3 ) : c? 7.52-7.61 (m, 4H), 7.34-7.47 (m, 5H), 7.23 (dd, J = 8.0, 8.0 Hz, 

1H), 6.80-6.92 (m, 3H), 4.21 (t, J = 6.8 Hz, 2H), 3.81 (s, 2H), 3.14 (t, J = 6.8 Hz, 
15 2H), 3.11 (s, 2H) 0 

jjft2 (1 7) 

2- (4 nn- 3 - (2- (5 - ^f-^- 2 -7x-;i/t^t^-;i/-4 

20 
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TLC:Rf 0.38 (Tic: *9 \ ^nn*W=l : 10: 100); 

NMR (CDC1 3 ) : d 7.99 (m, 2H), 7.50-7.40 (m. 3H), 7.28 (d, J = 8.0 Hz, 1H), 7. 15 

(d, J = 2.0 Hz, 1H), 6.82 (dd, J - 8.0, 2.0 Hz, 1H), 6.30 (br., 1H), 4.38 (t, J = 6.5 Hz, 
2H), 3.85 (s, 2H), 3.18 (s, 2H), 3.03 (t, J = 6.5 Hz, 2H), 2.42 (s, 3H)o 



mm 2(18) 

2- (4-*nn-3- (4- (4 -^Wi-^) ■f'T V— )V—2 —4 



10 




TLC:Rf 0.42 (Tic: ^ 9 S-fr \ ^on*;VA= 1 : 10 : 100)1 

NMR (CDCI3) : S 7.73 (d, J = 8.0 Hz, 2H), 7.44 (s. 1H), 7.33 (d, J = 8.0 Hz, 1H), 

7.22 (d, J = 8.0 Hz, 2H), 7.11 (d, J = 2.0 Hz, 1H), 6.91 (dd, J = 8.0, 2.0 Hz, 1H), 
15 5.50 (s, 2H), 3.80 (s, 2H), 3.04 (s, 2H), 2.37 (s, 3H) D 



20 



mM2 (1 9) 

2- (3- (lfyi-;^-4--^;^p , h*v) -4-^nD7x^MW 
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TLC : Rf 0.34 (tK : * 7 J -IV \ 7 D D A = 1 : 1 0 '. 10 0); 

NMR (CDa 3 ) : S 7.65-7.35 (m, 9H), 7.33 (d, J = 8.0 Hz, 1H), 7.01 (d, J = 2.0 Hz, 

1H), 6.87 (dd, J = 8.0, 2.0 Hz, 1H), 5.20 (s, 2H), 3.79 (s, 2H), 3.02 (s, 2H) 0 
mmm2 (2 0) 

2- (3- ( (2E) -3- (1^7x^-4-^^) -fw<=.fr*3t*s) y 

V 

X 




TLC : Rf 0.29(^nn^;i/A : ^ ^y-;l'= 1 0 : 1) ; 

NMR(CDC1 3 ) : $ 7.22-7.62 (m, 10H), 6.74-6.97 (m, 4H), 6.45 (dt, J = 16.0, 5.6 

f— 

Hz, 1H), 4.73 (d, J m 5.6 Hz, 2H), 3.84 (s, 2H), 3.12 (s, 2H)o 
**«2 (2 1) 

2- (3- (3- (tf7x-^-4-^;i') 7*n^y) 7i-;Mf;Pft) 
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TLC:Rf 0.29(^nD*;l/A : **J-)V=2 0 : 1); 
5 NMR (CDQ 3 ) : 8 7.19-7.61 (m, 10H), 6.78-6.93 (m, 3H), 4.00 (t, J = 6.1 Hz, 2H), 
3.82 (s, 2H), 3.12 (s, 2H), 2.86 (t, J = 7.6 Hz, 2H), 2.14 (tt, J = 7.6, 6.1 Hz, 2H) Q 

smmi (2 2) 

m 

2- (3- (2- (5 -^f-^-2 -7 4 jl f 




HjC:Rf 0i2(^OD*;PA:^^-;i/=9 : 1); 
15 NMR (CDC1 3 ) : <J 8.00-7.90 (m, 2H), 7.45-7.35 (m, 3H), 7.20 (t, J = 7.5 Hz, 1H), 

6.90-6.75 (m, 3H), 4.20 (t, J = 7 Hz, 2H, ), 3.60 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 
2.35(s, 3H) 0 

mmm2 (2 3J 

20 2- (3 - (b*7x-;i/-4-^;Mf^ry) t''Jv>-5 -'fiM W^-) 
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TLC:Rf 0.14 (7K I * 9 J -fr \ ^0D^^A= 1 : 1 0 : 1 0 0) I 
5 NMR (DMSO-de) : S 8.27 (d, J = 3.0 Hz, 1H), 8.12 (d, J = 1.5 Hz, 1H), 7.75-7.30 

(m, 10H), 5.23 (s, 2H), 3.83 (s, 2H), 3.15 <s, 2H) e 



^2 (24) 

2- (3- (4* -7"nf;i/fc*7x^;v-4-'f;v> h^v) 7x-Wf^ 



io mm 




TLC : Rf 0.41 (f^®?^^^) ; 
15 NMR (CDC1 3 ) : S 7.60 (d, J = 8.3 Hz, 2H), 7.51 (d, J = 8.2 Hz, 2H), 7.48 (d, J = 

8.3 Hz, 2H), 7.26 (dd, J = 7.8, 7.8 Hz, 1H), 7.25 (d, J = 8.2 Hz, 2H), 6.88-7.01 <m, 
3H), 5.10 (s, 2H), 3.83 (s, 2 H), 3.10 (s, 2H), 2.63 (t, J =7.4 Hz, 2H), 1.68 (tq, J = 
7.4, 7.4 Hz, 2H), 0.97 (t, J = 7.4 Hz, 3H) e 
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mukm 2(25) 

2- (3- (4- (tf V v>-4->f *) 7i-JMh^» 7i-;Mf^ 




TLC:Rf 0.47(^nn*;WA : ^^/-;W=5 : 1); 

NMR (CDC1 3 + 17 drops of CD3OD) : S 8.53 (d, J = 5.8 Hz, 2H), 7.61 (d, J = 8.0 

Hz, 2H), 7.49-7.52 (m, 4H), 7. 18 (dd, J = 7.7, 7.7 Hz, 1H), 6.80-6.95 (m, 3H), 5.07 
(s, 2H), 3.76 (s, 2H), 3.02 (s, 2H)o 

2- (3- (4- (fcf'J Vy-Z-4)V) 7x-)Mh*y) yjL-frt^JV 




TLC:Rf 0.44(^nn^;l/A : ^ ^y-;i/=5 : 1) ; 

NMR (DMSade) : 5 8.88 (d, J = 1.5 Hz, 1H), 8.56 (dd, J = 4.8, 1.5 Hz, 1H), 8.05 
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(m, 1H), 7.72 (d, J = 8.0 Hz, 2H), 7.54 (d, J = 8.0 Hz, 2H), 7.48 (m, 1H), 7. 19 (dd, J 
= 8.0, 8.0 Hz, 1H), 6.86-6.9 9 (m, 3H), 5.11 (s, 2H), 3.73 (s, 2H), 2.99 (s, 2H) 0 

mm (2 7) 

2- (3- (4- (1, 3 )V) 7x-;M h*v) 




TLC:Rf 0.28 (^dd*^ A : jrt \ 0 : 1) ; 

NMR (CDa 3 ) : S 7.53 (d, J = 8. 1 Hz, 2H), 7.47 (d, J = 8. 1 Hz, 2H), 7.26 (dd, J = 

7. 8, 7. 8 Hz, 1H), 6. 86-7.07 (m, 6H), 6.00 (s, 2H), 5.09 (s, 2H), 3. 83 (s, 2H), 3. 10 (s, 
2H)o ' 

Mli&M?. (2 8) 

2- (3- (4- (ti'Jy>-2-f;l') 7i-;M b^fy) 7^=.)V*i-fr 
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TLC:Rf 0.50(^nn*;i/.k : * 9 ; -)\,= 1 0 : 1) ; 

NMR (CDa 3 +3 drops of CD 3 OD) : $ 8.64 (ddd, J - 5.0, 1.6, 1.4 Hz, 1H), 7.90 (d, 

J = 8.6 Hz, 2H), 7.67-7.82 (m, 2H), 7.51 (d, J = 8.6 Hz, 2H), 7.18-7.29 (m, 2H), 
5 6.84-6.94 (m, 3H), 5.13 (s, 2H), 3 .77 (s, 2H), 3.00 (s, 2H)„ 

2- (5- (lf7x-;i/-4 Y*i/) -2--hD7x-;MW 

*) m& 

10 



TLC:Rf 0.40(^nn*;i/A : *?;-)U=l 0 I 1); 

NMR (CDCI3) : d 8. 16 (d, J = 9.0 Hz, 1H), 7.56-7.65 (m, 4H), 7.32-7.51 (m, 5H), 

15 7.04 (d, J = 2.8 Hz, 1H), 6.99 (dd, J = 9.0, 2.8 Hz, 1H), 5.21 (s, 2H), 4.25 (s, 2H), 
3.09 (s, 2H) 0 

wmi (3Q) 

2- (3- (tf7i^;i/-4 —4 - 4 h 

20 *) < 
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TLC : Rf 025(^nn*;^ : * $;-)V= 1 0 I 1) ; 

NMR (CDa 3 ) : S 7.85 (d, J = 8.4 Hz, 1H), 7.35-7.64 (m, 9H), 7.17 (d, J = 1.6 Hz, 
5 1H), 7.00 (dd, J = 8.4, 1.6 Hz, 1H), 529 (s, 2H), 3.84 (s, 2H), 3.03 (s, 2H) e 

2- (3- (4- (1, 3-vt^rt'f>'fV-4-'f^) 7x-;^f^v) 

10 




TLC:Rf 0.35(^on*;i/A : ^ ^y-;v= 1 o : 1) ; 

NMR (CDC1 3 ) : 5 7.73 (d, J = 8.5 Hz, 2H), 7.50 (d, J = 8.5 Hz, 2H), 7.25 (dd, J = 
15 8.0, 8.0 Hz, 1H), 6. 80-7.08 (m, 6H), 6.01 (s, 2H), 5. 1 1 (s, 2H), 3. 82 (s, 2H), 3.08 (s, 
2H) 0 

mmi (3 2) 

2- (3- (2-7x^wy-^-4-^M F^fv) 7x-;V^W 
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15 



20 




5 TLC : Rf 0.42 o n*;i/A : * 9 J 1 0 ! 1 ) I 

NMR (CDa 3 ) : S 8.80 (brs, 1H), 7.90-7.96 (m, 2H), 7.40-7.45 (m, 3H), 7.32 (s, 

1H), 7.25 (dd, J = 7.8, 7.8 Hz, 1H), 6.89-7.03 (m, 3H), 5.27 (s, 2H), 3.82 (s, 2H), 
3.09 (s, 2H) 0 



10 jEfifc#l2 L3_3J 

2- (3- (2- (5-^f-;i/-2- (4->f^7x-;i/) **"frV-/U 




TLC: Rf 0.42(^nn^;i/A : ^ ^/-;w= l 0 : l) ; 

NMR (CDCty : $ 7.86 (d, J = 8.0 Hz, 2H), 7.25-7. 17 (m, 3H), 7.07 (s, 1H), 6.88 

(d, J = 7.8 Hz, 1H), 6.80 (dd, J = 8.0, 1.4Hz, 1H), 4.29 (t, J = 7.7 Hz, 2H), 3.87 (s, 
2H), 3.18 (s, 2H), 2.96 (t, J = 7.7 Hz, 2H), 2.39 (s, 3H), 2.37 (s, 3H) C 



2- (3- (2- (2-7xcW/-;v-4-^^) xh%y) 7iz;V 
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TLC:Rf 0.46(*nn*>UA : ^ 1 0 : 1) ; 

5 NMR(CDa 3 ): S 7.90-7.95 (m, 2H), 7.39-7.46 (m, 3H), 7.23 (dd, J = 7.8, 7.8 Hz, 

1H), 7.08 (s, 1H), 6.81-6.98 (m, 3H), 4.38 (t, J = 7.0Hz, 2H), 3.83 (s, 2H), 3.30 (t, J 
= 7.0Hz,2H), 3.12 (s, 2H) C 

mm (3 5) 

10 2- (3- (2- (5 2 - (4- h V T^^-n ^ * 

15 TLC:Rf 0.27 n a*** : ^ 9 J 1 0 : 1 ) ; 

NMR (CDC1 3 ) : 8 8.09 (d, J = 9.0 Hz, 2H), 7.70 (d, J = 9.0 Hz, 2H), 7.22 - 6.79 

(m, 4H), 4.29 (t, J = 7.5 Hz, 2H), 3.86 (s, 2H), 3. 17 <s, 2H), 2.99 (t, J = 7.5 Hz, 2H), 
2.42 (s, 3H) 0 

20 $ttW2 (3 6) 

2- (3- (2- (2-7x^tW-^- 4 -'ffl') x^y) 7x^ 
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o-o 

TLC : Rf 0.34(?nn*;u«k : ^ ?y-;w= i o : 1) ; 

NMR (CDC1 3 ) : $ 7.99-8.04 (m, 2H), 7.58 (s, 1H), 7.42-7.47 (m, 3H), 7.23 (dd, J 

5 = 7.7, 7.7 Hz, 1H), 6.89-6.95 (m, 2H), 6.83 (dd, J = 7.7, 2.5 Hz, 1H), 4.30 (t, J = 7.1 
Hz, 2H), 3.84 (s, 2H), 3.14 (s, 2H), 3.08 (t, J = 7.1 Hz, 2H)o 

^ttiM2 (3 7) 

2- (3- (2- 2 - (4-7^D7i-^) **W—JU 

10 -4->f;i/) xb^» 7ii^f^ft) 




TLC : Rf 0.39(^nn*;VA : * ?;-)\,= 1 o : 1) ; 
15 NMR (CDa 3 ) : S 7.97 (dd, J = 8.8, 5.2 Hz, 2H), 7.24-7.07 (m, 3H), 6.97 (m, 1H), 

6.89 (d, J = 7.6 Hz, 1H), 6.79 (dd, J = 8.0, 1.8 Hz, 1H), 4.25 (t, J = 7.1 Hz, 2H), 
3.82 (s, 2H), 3.13 (s, 2H), 2.9 7 (t, J = 7.1 Hz, 2H), 2.37 (s, 3H) 0 

mmm'2 L3-SJ 

20 2 - (3- (2 - (5 -^f-;l'-2 - (1, 3 5 -4 )V) 



PCT/JP99/01134 
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TLC:Rf 0.30 (^n : * 1 o : 1) ; 

NMR (CDQ 3 ) : S 7.53 (d, J = 8.4 Hz, 1H), 7.44 (d, J = 2.0 Hz, 1H), 7.21 (t, J = 

5 7.9 Hz, 1H), 7.05 (s, 1H), 6.90-6.78 (m, 3H), 6.02 (s, 2H), 4.27 (t, J = 7.4 Hz, 2H), 
3.87 (s, 2H), 3.18 (s, 2H), 2,95 (t, J = 7.4 Hz, 2H), 2.36 (s, 3H)o 

Mmm2 (39) 

5- (3- (3- (5 - ^ f 2 - 7 xi^**f/-*- 4 - >f 7*D 
10 7x-;l/) 




TLCcRf 0.63(^nn^;WA : pf^y-;u=9 : l) ; 

15 NMR (CDC1 3 ) : S 8.05 -7.95 (m, 2H), 7.50-7.40 (m, 3H), 7. 15 (m, 1H), 6. 80-6.70 

(m, 3H), 4.00 (t, J = 6Hz, 2H), 2.75 (t, J = 7 Hz, 2H), 2.60 (m, 2H), 2.35 (m, 2H), 
2.30 (s, 3H), 2.15 (m, 2H), 1.75-1.60 (m, 4H) e 

mi&W2 (4 0) 

20 2- (3 - (2 - (5-^f"^-2- (4-^nD7x-^) 
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TLC:Rf 0.29(^nn*;i/A ; * 1 0 : 1) ; 

NMR (CDC1 3 ) : 8 7.92 (d, J = 8.8 Hz, 2H), 7.41 (d, J = 8.8 Hz, 2H), 7.21 <t, J = 
5 7.9 Hz, 1H), 7.02 (m, 1H), 6 89 (d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 4.27 (t, 
J = 7.8 Hz, 2H), 3 86 (s, 2H), 3.16 (s, 2H) , 2.97 (t, J = 7.8 Hz, 2H), 2 39 (s, 3H) Q 



10 



: *ffi2 (4 1) 



2- (3- (5-^f^-2-7x-;i/t^t x /-Jl'-4-'fW b^Srv) 7 




TIjC:Rf 0.37 (^DD*;VA : ^ ?y-;i/=9 : 1) ; 
15 NMR(CDa 3 ): 5 8.05 -7.95 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 7.5, 7.5 Hz, 

1H), 7.05 (m, 1H), 6.95-6.85 (m, 2H), 5.05 (s, 2H), 3.80 (s, 2H), 3.15 (s, 2H), 2.45 
(s, 3H) 0 



mmm2 (a 2) 

20 2- (3- (3- (5 - ^f 2 -7x^;^nv-;i'-4 ->f -fu 
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TLC:Rf 0.42(^nD^;i/A : > ^/-;W=9 : 1) ; 

NMt (CDCI3) : S 8.00 -7.90 (ml 2H), 7.45-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz, 

5 1H), 6.95-6.85 (m, 2H), 6.80 (m, 1H), 4. 15 (t, J = 6.5 Hz, 2H), 3. 85 (s, 2H), 3. 10 (s, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.30 (s, 3H), 2.10 (m, 2H) C 



312 (4 3) 

2- (3- (2- (5 2 - 7xiHW-^-4 -4*) i(> 

io +v) 7i-;i/) -2-^f-;wyn/^>K 



H3C CHg 




TLC : Rf 0.51 (?nn*;i/A : * ?y-)V= 1 0 : 1) ; 

15 NMR (CDa 3 ) : 5 7.96-8.01 (m, 2H), 7.40-7.45 (m, 3H), 7.22 <dd, J = 8.0, 8.0 Hz, 

1H), 6.92-6.98 (m, 2H), 6.78 (m, 1H), 4.22 (t, J = 6.6 Hz, 2H), 2.98 (t, J = 6.6 Hz, 
2H), 2.36 (s, 3H), 1.57 (s, 6H ) 0 



•*fefl!2 (4 4) 

20 2- (3- (2- (5 2- (2 -tTfr? t^rfV-)U- 
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TLC : Rf 0.38 (?nn*;i/A : *9J-fr=\ 0 I 1); 

NMR (CDC1 3 ) : S 7.89 (m, 1H), 7.33-7. 17 (m, 4H), 6.99-6.79 (m, 3H), 4.29 (t, J = 

5 7.2 Hz, 2H), 3.83 (s, 2H), 3.12 (s, 2H), 2.99 (t, J = 7.2 Hz, 2H), 2.61 (s, 3H), 2.39 (s, 
3H)o 

mmm 2 (45) 

2- (3- (2- (5 2 - 

10 4 — r ^) Xf^y) Tjl^;^^;!^*) 




TLC : Rf 0.39 (^nn*;^ : *y-;w= 10: 1) ; 

15 NMR (CDCI3) : S 7.79 (m, 2H), 7.37-7. 17 (m, 3H), 7.03 (m, 1H), 6.88 (d, J = 7.4 

Hz, 1H), 6.81 (m, 1H), 4.28 (t, J = 7.2 Hz, 2H), 3.86 (s, 2H), 3. 16 (s, 2H), 2.98 (t, J 
- 7.2 Hz, 2H), 2.40 (s, 3H), 2.39 (s, 3H) Q 

*ttfll2 (4 6) 

20 2- (3- (2- (5-^^-2- (4-p<h^v7i-;w) 
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r 



TLC : Rf 0.43(^nn*;l/A : ^ ^y-;i/= l 0 : 1) I 

NMR (CDa 3 ) : 8 7.92 (d, J = 9.0 Hz, 2H), 7.20 (dd, J = 7.9, 7.9 Hz, 1H), 7.05 (m, 

1H), 6.95 (d, J = 9.0 Hz, 2H), 6.78-6.90 (m, 2H), 4.27 (t, J = 7.4 Hz, 2H), 3.86 (s, 
2H), 3.85 (s, 3H), 3.17 (s, 2H), 2.96 (t, J = 7.4 Hz, 2H), 2.36 (s, 3H) e 

mi&m 2 (47) 

2- (3- (2- (5 -^f-^-2 - (4--f07x-;l/) 

TLC:Rf o.48(^nn*;i/A : * ?y-;v=9 : l) ; 

NMR (CDC1 3 ) : (5 8.29 (d, J = 9.0 Hz, 2H), 8. 13 (d, J = 9.0 Hz, 2H), 7.22 <dd, J = 

8.0, 8.0 Hz, 1H), 6.88-6.94 (m, 2H), 6.80 (dd, J = 8.0, 1.6 Hz, 1H), 4.27 <t, J = 6.5 
Hz, 2H), 3.82 (s, 2H), 3.13 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H)o 

mmm 2 (48) 

2- (3- (2- (5-^f^-2-7x-;i/i^y-^-4-^f;v) x|> 
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CI 



TLC : Rf 0.26(? nn*;i/A : > : o 0 : 10: l); 

NMR (CDa 3 ) : 8 7.95-8.00 (m, 2H), 7.41-7.47 (m, 3H), 6.93 (m, 1H), 6.89 (m, 

5 1H), 6.81 (dd, J = 2.0, 2.0 Hz, 1H), 4.27 (t, J = 7.2 Hz, 2H), 3.81 (s, 2H), 3.17 (s, 
2H), 2.97 (t, J = 7.2 Hz, 2H), 2. 39 (s, 3H) Q 

Him 2 (49) 

2- (3- (2- (5 - ^f^- 2 - 7 4 x y 

- 10 - 2 7 *x** ^ 

CH3 

TLC:Rf o.29(^nD^;wA : ^^y-;w= i o : l) ; 

15 NMR (GDC1 3 ) : 8 8.00-7.95 (m, 2H), 7.45-7.40 (m, 3H), 7.06 (t, J = 8.0 Hz, 1H), 

6.85-6.78 (m, 2H), 4.23 (t, J = 6.5 Hz, 2H), 3.84 (s, 2H), 3.13 (s, 2H), 3.01 (t, J = 
6.5 Hz, 2H), 2.38 (s, 3H), 2.22 (s, 3H) G 

^^2 (5 0) 

20 2- (1- (3- (2- (5-^f^-2-7x-;Ut^tV-;V-4-'f^) 
x^y) 7i-^) x-^ gfc$ 
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TLC:Rf 0.38(^nn*;i/A : ^^y-;i/=l 0 I 1); 

NMR (CDC1 3 ) : 8 8.00-7. 94 (m, 2H), 7.46-7.39 (m, 3H), 7.23 (t, J = 7. 8 Hz, 1H), 

5 7.01 (hrs, 1H), 6.93 (brd, J = 8.0 Hz, 1H), 6.83-6.78 (m, 1H), 4.27 (t, J = 7.2 Hz, 
2H), 4.18 (q, J =7.0 Hz, 1H), 3.06 (d, J = 15.6 Hz, 1H), 3.04(d, J = 15.6 Hz, 1H), 
2.96 (t, J = 7.2 Hz, 2H), 2.38 (s, 3H) t 1.58 (d, J = 7.0 Hz, 3H) 0 

^mm 2(5i) 

io 2- (3- (2- (5-w-2-7i-wnv r -;v-4-'f;v) -1 




15 TLC:Rf 0.37 n O : ^ 9 J -)V= 1 0 ! 1 ) ; 

NMR (CDC1 3 ) : 8 8.00-7.94 (m, 2H), 7.45-7.38 (m, 3H), 7. 18 (t, J = 7.2 Hz, 1H), 

7.04 (brs, 1H), 6.89-6.77 (m, 2H), 4.77 (m, 1H), 3.83 (s, 2H), 3. 16 (d, J = 15.0 Hz, 
1H), 3.10 (d, J = 15.0 Hz, 1H), 3.01 (dd, J = 14 .2, 5.4Hz, 1H), 2.63 <dd, J = 14.2, 
7.8 Hz, 1H), 2.35 (s, 3H), 1.34 (d, J = 6.2 Hz, 3H)» 

20 

1 

mmm2 (52) 

2- (3- (2- (5-h , J7;vto^f;l/-2-7x^;i/^#tV-;i/-4 
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3 

TLC:Rf 0.23 (?nn*;t/A : * ?;-fr=2 0 : 1) ; 
5 NMR (CDC1 3 ) : S 8. 10-8.01 (m, 2H), 7.58-7.42 (m, 3H), 7.22 (t, J = 8.0Hz, 1H), 

6.96-6.87 (m, 2H), 6.81 (m, 1H), 4.31 (t, J = 7.0 Hz, 2H), 3.81 (s, 2H), 3.20 (t, J = 
7.0 Hz, 2H), 3.10 (s, 2H)» 

^fifc0g2 (5 3) 

10 2- (3- (2- (5-^f^-2-7z-;^W-;i/-4-'f;i/) yn 

CH 3 

\=/ O^CH 3 ° 

15 TLC:Rf 0.38 I g|||xf-;V= l ; 3 ) ; 

NMR (CDCI3) : $ 8.00-7.91 (m, 2H), 7.38-7.33 (m, 3H), 7.06 (t, J = 8.0 Hz, 1H), 

6.83-6.67 (m, 3H), 4.18-3.94 (m, 2H), 3.67 (s, 2H), 3.15 (m, 1H), 3.08 (s, 2H), 2.31 
(s, 3H), 1.34 (d, J = 7.0 Hz, 3H)o 

20 mum 2 L5_4J 

f 

2- (3- (2- (5-^f;i'-2-7x-;vtW-;i'-4-'f^) .x h 
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TLC : Rf 0.37(^nn*;i/A : ^ ^y-;p= 1 o : l); 

NMR (CD3OD) : S 7.98-7.93 (m, 2H), 7.50-7.41 (m, 3H), 7. 15 (t, J = 7.8 Hz, 1H), 

5 6.94-6.86 (m, 2H), 6.76 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.73 (d, J = 13.2 Hz, 1H), 
3.72 (d, 13.2 Hz, 1H) 3.27 (q, J = 7.0 Hz, 1H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H), 
1.34 (d, J = 7.0 Hz, 3H)o 

mimm2 (55) 

10 2- (3- (2- (5 2- (4-if^7x-fl/) t^V-fr- 




15 TLC : Rf 0.33 I * 9 J \ 9UXJ *)V& = 1 : 10! 100); 

NMR (CDCI3) : S 7.88 (d, J = 8.5 Hz 2H), 7.26 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 

8.0, 8.0 Hz, 1H), 7.01 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 
2.5 Hz, 1H), 4.26 (t, J = 7.0 Hz, 2H), 3.8 4 (s, 2H), 3.15 (s, 2H), 197 (t, J = 7.0 Hz, 
2H), 2.68 (q, J = 7.5 Hz, 2H), 2.37 (s, 3H), 1.25 (t, J = 7.5 Hz, 3H) e 

20 

2- (3- (2- (5 2 - (2, 2-i/7;w^n-i, 3 -V*5- 
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5 TLC:Rf 0.31 (3jt I * 9 J-fr \ ^nn*;l/A = 1 : 10: 100); 

NMR (CDC1 3 ) : S 7.75 (dd t J = 8.5, 2.0 Hz, 1H), 7.69 (d, J = 2.0 Hz, 1H), 7.21 

(dd, J = 8.0, 8.0 Hz, 1H), 7. 11 (d, J = 8.5 Hz, 1H), 6.96 (d, J = 2.5 Hz, 1H), 6.89 (d, 
J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.5 Hz, 1 H), 4.25 (t, J = 7.0 Hz, 2H), 3.83 (s, 2H), 



10 



3.14 (s, 2H), 2.97 (t, J = 7.0 Hz, 2H), 2.38 (s, 3H), 



: *«2 ^5 7) 

2- (3- (2- (5 T-fr- 2 - (4-7*D^7xi;i') .* *"9" * 



15 



H,C 




TL€:Rf 0.50 (Tic : *9 S-fr : ^od^M= 1 : 10 : 100); 

NMR (CDa 3 ) : 5 7.88 (d, J = 8.5 Hz 2H), 7.24 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 

8.0, 8.0 Hz, 1H), 7.02 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 
20 2.5 Hz, 1H), 4.27 (t, J = 7.5 Hz, 2H), 3.8 5 (s, 2H), 3. 16 (s, 2H), 2.97 (t, J = 7.5 Hz, 
2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s, 3H), 1.65 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) B 
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^2 (5 8) 

2- (3- (2- (5-^^-2- (4-^fV7'Dfcr;W7jc-;w) 



5 




TLC : Rf 0.53 pjc : * * y — * : * n D *)V A = i : 10: 100); 

NMR (CDCI3) : 5 7.89 (d, J = 8.0 Hz, 2H), 7.29 <d, J = 8.0 Hz, 2H), 7.21 (dd, J = 

8.0, 8.0 Hz, 1H), 7.06 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.81 <dd, J = 8.0, 
10 2.5 Hz, 1H), 4.28 (t, J = 7.5 Hz, 2H), 3.8 7 (s, 2H), 3. 17 (s, 2H), 2.97 (t, J = 7.5 Hz, 
2H), 2.94 (m, 1H), 2.38 (s, 3H), 1.26 (d, J = 7.0 Hz, 6H) 0 

mmm 2 (59) 

2- (3- (2- (5-^^;i>-2--7jc^;i/^tV-;u-4-^;w) 
15 v) 7x-;Mf;i^ft) Wtfk 

TLC : Rf 0.32(?no*;WA : ^ 9S-)\,= 10: 1) ; 
20 NMR (CDCI3) : S 7.88-7.82 <m, 2H), 7.45-7.34 (m, 3H), 7.21 (t, J = 7.8 Hz, 1H), 

6.98 (m, 1H), 6.92-6.77 (m, 2H), 4.33 (t, J = 7.2 Hz, 2H), 3.83 (s, 2H), 3.20 (t, J = 
7.2 Hz, 2H), 3.12 (s, 2H), 2.47 <s, 3H) 0 
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: fifcfl!2 (6 0) 

2- (3- (2- (5 Tfr- 2 - (4-rf;V7x-;l/) 




TLC:Rf 0.43(^nn^;WA : ^ ^y-;w=9 : l) ; 

NMR (CDC1 3 ) : 8 7.85 (d, J = 7 Hz, 2H), 7.30-7.05 (m, 3H), 7.05 (brs, 1H), 6.90- 

6.75 (m, 2H), 4.30 (t, J = 8 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 2.95"(t, J = 8 Hz, 2H), 
10 2.60 (t, J = 8 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.35 (m, 2H), 0.95 (t, J = 7 Hz, 
3H) 0 



312 (6 1) 

2- (3- (2- (5-if;l'-2-7x^tW-;i'-4->f^) 
15 7ii^W*) W&t 




TLC:Rf 0.63 (^nD*;UA : ^ ^y-;i/= 5 : 1) ; 
20 NMR(OX3 3 ): 8 7.96-8.01 (m, 2H), 7.40-7.47 (m, 3H), 7.21 (dd, J = 7.8, 7.8 Hz, 

1H), 7.04 (m, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.81 (dd, J = 7.8, 2.4 Hz, 1H), 4.28 (t, J 
= 7.5 Hz, 2H), 3.86 (s, 2H) , 3. 17 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.75 (q, J = 7.4 
Hz, 2H), 1.31 (t, J = 7.4 Hz, 3H) 0 
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mmm2 (6 2) 

2 - (3 - (2- (5 ~^^;V-2 - (2, 3, 5, 6-fh77^D-4 

5 




F 



TLC : Rf 0.33 (^OD^A : >^;-Jl/=l 5 : 1 ) ; 
10 NMR (CDC1 3 ) : S 7.21 (t, J = 7. 8 Hz, 1H), 6.97-6.75 (m, 3H), 4.26 (t, J = 7.0 Hz, 

2H), 3.82 (s, 2H), 3.12 (s, 2H), 3.02 (t, J = 7.0 Hz, 2H), 2.42 (s, 3H), 2.33 (m, 3H) e 
tttg»2 (6 3) 

2- (3- (2- (5 -^^-2- (4-^^71-^) 
15 -4-^;W) x^«» 7x^;MfWt) gfcg? 




TLC : Rf 0.50(^ nn*;l/A : *?;-)\,= § \ \)\ 
20 NMR (CDCI3) : 5 7.90 (d, J = 8 Hz, 2H), 7.30-7. 15 (m, 3H), 7.05 (br., 1H), 6.90- 

6.75 (m, 2H), 4.30 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 3.20 (s, 2H), 3.00 (t, J = 8 Hz, 2H), 
2.65 (t, J = 8 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.45-1.20 (m, 4H), 0.90 (t, J = 7 
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Hz, 3H), 



*I2 (6 4) 

2- (3- (2- (S-^f-)V-2- (3-^nn-4-^f;i'7x-;v) * 



20 




TLC:Rf 0.63(?nn*;i/A ; ^ ?y-;U=5 I 1) ; 
10 NMR (CDa 3 ) : S 7.95 (d, J = 1.8 Hz, 1H), 7.76 (dd, J = 8.0, 1.8 Hz, 1H), 7.29 (d, 

J = 8.0Hz, 1H), 7.21 (dd, J = 7.8, 7.8 Hz, 1H), 6.99 (m, 1H), 6.89 (m, 1H), 6.80 (m, 
1H), 4.26 (t, J = 7.1 Hz, 2 H), 3,84 (s, 2H), 3.15 (s, 2H), 2.97 (t, J = 7.1 Hz, 2H), 
2.40 (s, 3H), 2.38 (s, 3H)„ 



15 3g*fe#i2 (6 5) 

2- (3- (2- (5-^^;W-2-v^n^^rv;u^-^r-9-y-;i/-4--f;i') 




TLC:Rf 0.38(^nn*;UA : ^^y-;W=9 : 1); 

NMR (CDQ 3 ) : S 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7.05 (br. 1H), 6.90-6.75 (m, 2H), 
4.20 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 3.20 (s, 2H), 2.85 (t, J = 8 Hz, 2H), 2.25 (s, 3H), 
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2.10-1.20 (m, 10H), 



2- (3- (2- (5-^f^-2-v^OA^v'mt , /-Jl'-4-^) 




ONa 



njC:Rf 0.22(^nn^;VA : ^ ^y-;i/= 1 0 I 1) ; 

NMR (CDC1 3 ) : S 6.96 (m, 1H), 6.76-6.66 (m, 2H), 6.58 (m, 1H), 4.00 <m, 2H), 

10 3.48 (s, 2H), 3.07 (s, 2H), 2.74 (m, 2H), 2.62 (m, 1H), 2.15 <s, 3H), 2.01-1.89 (m, 
2H), 1.80-1.15 (m, 8H) Q 



^mm 2 (66) 

2- (3- (2- (5 2- (4- (2-^-f;uynif;i/) 7i-ii/) 

15 ***)-V-)V-l-<{)\<) xKv) 7xiWWt) gfcg 




TLC : Rf 0.44(^nn*;l/A : ^ ^y-;U= 9 I 1) ; 
20 NMR (CDCI3) : S 7.90 (d, J = 7 Hz, 2H), 7.30-7. 15 <m, 3H), 7.05 (m, 1H), 6.95- 

6.75 (m, 2H), 4.25 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 3.00<t, J = 7.5 Hz, 
2H), 2.50 (d, J = 8 Hz, 2H), 2.40 (s, 3H), 1.90 (m, 1H), 0.90 (d, J = 8 Hz, 6H) 0 
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15 



mm (67) 

2- (3 - (2- (5 2 - (4 - t tnv^- 




TLC : Rf 0i0(^OD^A:^y-^=9: d; 

NMR (CDC1 3 ) : 5 7.90 (d, J = 9 Hz, 2H), 7.45 (d, J = 9 Hz, 2H), 7.20 (dd, J = 8, 8 

Hz, 1H), 7.05 (br., 1H), 6.90-6.80 (m, 2H), 4.30 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 
10 3.20 (s, 2H), 3.00 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.35 (s, 9H) 0 



2- (3- (2- (5-^^^-2- (4-v^n^^v;W7oi-;l') 



CKKj 




njC:Rf 0.65(^no*;wA : ^ ^y-;i/=9 : l) ; 

NMR (CDa 3 ) : $ 7.89 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 

20 8.0, 8.0 Hz, 1H), 7.03 (m, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.2 Hz, 
1H), 4.27 (t, J = 7.5 Hz, 2H) , 3.85 (s, 2H), 3.16 (s, 2H), 2.97 (t, J = 7.5 Hz, 2H), 
2.53 (m, 1H), 2.37 (s, 3H), 1.70-1.90 (m, 4H), 1.20-1.52 (m, 6H) e 



178 



WO 99/46232 PCT/JP99/01134 



mm (6 9) 

2- (3- (5-*f-*-2- (1, 3-v*3MM >^>-5— f>U) 




TLC :Rf 0.40(* nn*;PA : * 9 J 1 0 I 1 ) ; 

NMR (CDa 3 ) : 5 7.54 (dd, J = 8.0, 1.8 Hz, 1H), 7.46 (d, J = 1.8 Hz, 1H), 7.21 (d, 

J = 8.0 Hz, 1H), 7.07-7.02 (m, 1H), 6.96-6.82 (m, 3H), 6.02 (s, 2H), 5.00 <s, 2H), 
10 3.78 (s, 2H), 3.11 (s, 2H), 2.42 (s, 3H) 0 



15 



mm (70) 

2- (3- (5 -ff-fr- 2 - (4-^V7*d^7x-^) * 



IKKC 




TLC : Rf 0.48(^na*;PA : ^ ^y-;i/= l 0 I 1) ; 

NMR (CDCI3) : <J 7.92 (d, J = 8.5 Hz, 2H), 7.34-7. 17 (m, 3H), 7.08-7.03 (m, 1H), 

20 6.96-6.84 (m, 2H), 5.02 (s, 2H), 3.78 (s, 2H>, 3.11 (s, 2H), 2.94 (sep., J = 7.0 Hz, 
1H), 2.44 (s, 3H), 1.26 (d, J = 7.0 Hz, 6 H)o 
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2- (3- (2- {A-ff-)V-2-y x.-)V***y*f-)V-5->{ )V) jl }. 
4r'» 7x-;MWt) 




TLC:Rf 0.38 (^nn^;UA : ^ ^y-;i^= l 0 : 1) ; 

NMR (CDC1 3 ) : <? 8.00-7.95 (m, 2H), 7.49-7.37 (m, 3H), 7.22 (t, J = 8.0 Hz, 1H), 

6.95-6.76 (m, 3H), 4.23 (U = 7.0 Hz, 2H), 3.81 (s, 2H), 3.15 (t, J = 7.0 Hz, 2H), 
3.10 (s, 2H), 2.22 (s, 3H) Q 

mmw2 (72) 

2- (3- (2- (5-^^-2- (3, 4-y'n^y7x^) **-9- 




TLC:Rf 0.62(^nn*;l/A : p{^y-;U=5 : 1); 

NMR (CDCI3) : $ 7.57 (dd, J = 8.5, 2.0 Hz, 1H), 7.51 (d, J = 2.0 Hz, 1H), 7.21 

(dd, J = 8.0, 8.0 Hz, 1H), 7.04 (m, 1H), 6.91 (d, J = 8.5 Hz, 1H), 6.78-6.90 (m, 2H), 
4.28 (t, J = 7.5 Hz, 2H), 3.95 (s, 3H), 3.93 (s, 3H), 3.86 (s, 2H), 3.16 (s, 2H), 2.96 (t, 
J = 7.5 Hz, 2H), 2.38 (s, 3H) C 
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(7 3) 

2- (3- (2- (5 2- (4-f'J7;l'tD> h^v7x-;V) 

5 

F 3 C \=/ O^CH 3 

TLC : Rf 039(^nn^;i/A : ^ ^y-;w=9 : 1) ; 

NMR (CDC1 3 ) : 5 8.00 (d, J = 8 Hz, 2H), 7.30 (d, J = 8 Hz, 2H), 7. 20 (dd, J = 7.5, 

10 7.5 Hz, 1H), 7.00 (hr. 1H) 6.90 (d, J =7.5 Hz, 1H), 6.80 (dd, J = 7.5, 7.5 Hz, 1 H), 
4.25 (t, J = 7 Hz, 2H), 3.85 (s, 2H), 3.15 (s, 2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s, 3H) C 

2- (3- (2- (5 - (3, 4, 5 - Y V > h * v7 
15 **-9-V-;i--4->Ol') xRv) 7x^WWt) 

H3C-O 

CH3 

* 

TLC:Rf Q39(*nn**A 9 : 1); 

20 NMR (CDCI3) : <5 7.25-7.15 (m, 3H), 7.05 (m, 1H), 6.90-6.75 (m, 2H), 4.25 (t, J = 

7.5 Hz, 2H), 3.95 (s, 6H), 3.90 (s, 3H), 3.85 (s, 2H), 3.15 (s, 2H), 2.95 (t, J = 7.5 Hz, 
2H), 2.40 (s, 3H)o 
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H2 (75) 

2- (3- (2- (S-n-fr- 2 - (4->f*^5*W-l --f;v) * 



H 3 C-N 




O 



OH 



TLC : Rf 0.26 (tK * * ^ : * DD*;I/A =1110:100); 

NMR (CDa 3 ) : d 7.14 (dd, J = 7.5, 7.5 Hz, 1H), 6.88 (d, J = 7.5 Hz, 1H), 6.73 

10 (dd, J = 7.5, 2.0 Hz, 1H), 6.70 (d, J * 2.0 Hz, 1H), 4.27 (t. J = 6.5 Hz, 2H), 3.78 (s, 
2H), 3.55 (t, J = 5.0 Hz, 4H), 3. 14 (s, 2H), 2.90 (t, J = 6.5 Hz, 2H), 2.85 (t, J = 5.0 
Hz, 4H), 2.51 (s, 3H), 2.19 (s, 3H) 0 



H2 (76) 

15 2- (3- (2- (5-^-7-^-2- (4-^fWt7x-;i') 
;U-4-^;W) xF^y) 7i-)Mf)i'ft) 




20 TLC:Rf 0.33 (Tie: : ^DD*;l/A= 1 : i o : 1 o 0); 

NMR (CDC1 3 ) : * 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 

8.0, 8.0 Hz, 1H), 7.03 (dd, J = 2.5, 2.0 Hz, 1H), 6.88 (ddd, J = 8.0, 2.0, 1.0 Hz, 1H), 
6.80(ddd, J m 8.0, 2.5, 1.0 Hz, 1H), 4.27 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.16 (s, 
2H), 2.96 (t, J = 7.5 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H) e 
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mm (77) 

2- (3- (2- (5 2- (IfV v>-2 — JU> 




TLC : Rf 0.55(?nn*;i/A : ;* ? y-^=5 : 1) ; 

NMR (CDC1 3 ) : 5 8.77 (ddd, J = 4.9, 1.8, 0.8 Hz, 1H), 8.04 (ddd, J = 8.0, 1.2, 0. 8 

10 Hz, 1H), 7.84 (ddd, J = 8.0, 7.6, 1.8 Hz, 1H), 7.38 (ddd, J = 7.6, 4.9, 1.2 Hz, 1H), 
7.23 (dd, J = 7.8, 7.8 Hz, 1 H), 7.10 (m, 1H), 6.92 (m, 1H), 6.81 (m, 1H), 4.34 <t, J = 
7.0 Hz, 2H), 3.85 (s, 2H), 3.13 (s, 2H), 2.99 (t, J = 7.0 Hz, 2H), 2.42 (s, 3H) Q 



mm 2 (7 8) 

15 2- (3- (2- (5 (ft7iV-2->f^) **^V*-fl' 



20 TLC:Rf 0.52 (? DO-tH : p< * J -)V= 5 ! I ) ; 

NMR (CDCl 3 ) : S 7.64 (dd, J = 3.6, 1.2 Hz, lH), 7.39 (dd, J = 5.0, 1.2 Hz, lH), 

7.20 (dd, J = 7.8, 7.8 Hz, lH), 7.09 (dd, J = 5.0, 3.6 Hz, lH), 7.00 <m, lH), 6.88 (m, 
lH), 6.80 (m, lH), 4.25 (t, J = 7.4 Hz, 2H), 3.85 (s, 2H), 3. 16 (s, 2H), 2.95 (t, J = 
7.4 Hz, 2H), 2.36 (s, 3H) e 
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(7 9) 

2- (3- (2- (5-^^-2- (3--bn-4-^f;l'7i-^).t 




TLC : Rf 0.40 (IfcBI^ ^) i 

NMR (CDC1 3 ) : S 8.52 (s, 1H), 8.07 (d, J = 8.0 Hz, 1H), 7.39 (d, J = 8.0 Hz, 1H), 

10 7.18 (m, 1H), 6.70 - 7.00 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.1 1 (s, 2H), 
2.97 (t, J = 6.6 Hz, 2H), 2.61 (s, 3H), 2. 39 (s, 3H) C 



12 (30) 

2- (3- (2- (5-^f-;l—2- U-v^^T^ J 7 




TLC: Rf 0.47 (tK: *9 J-fr m . ^Dn*K=l : 10 : 100); 
20 NMR (CDCI3) : $ 7.84 (d, J = 9.0 Hz, 2H), 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 7. 11 

■ 

(dd, J = 2.0, 1.0 Hz, 1H), 6.87 (dd, J= 8.0, 1.0 Hz, 1H), 6.80(dd, J = 8.0, 2.0 Hz, 
1H), 6.71 (d, J = 9.0 Hz, 2H), 4.29 (t, J = 8.0 Hz, 2H), 3.88 (s, 2H), 3.19 (s, 2H), 
3.02 (s, 6H), 2.94 (t, J ■ 8.0 Hz, 2H), 2.35 (s, 3H) C 



184 



WO 99/46232 



PCT/JP99/0U34 



15 



mm (si) 

2- (3- (2- (5-^f-^-2-v^D^>f-;l/^-^^V-;i/-4-^;u) 
Xf^fy) 7i-;^ Wt) 




TLC : Rf 0.44(^an*;UA : ^ ^y-;u=9 : 1) ; 

NMR (CDC1 3 ) : 8 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7. 10 (br., 1H), 6.85 (d, J = 7.5 

10 Hz, 1H), 6.80 (dd, J = 7.5, 1.5 Hz, 1H), 4.20 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.20 
(s, 2H), 3.15 (m, 1H), 2.85 (t, J = 7.5 Hz, 2H), 2.25 (s, 3H), 2.20-1.60 <m, 8H) 0 



tr* (2- (3- (2- (5-^^;w-2-v^D^>f-;v^-^-9-y--;w-4 




TLC:Rf OJ9(^nD*W:^^-*=10: 1); 

NMR (DMSO-d^ : £ 7.18 (t, J = 8.0 Hz, 1H), 6.88-6.72 (m, 3H), 4.09 (t, J = 6.8 

20 Hz, 2H), 3.69 (s, 2H), 3. 19-3.00 (m, 1H), 2.96 (s, 2H), 2.84 (s, 2H), 2.78 <t, J = 6.8 
Hz, 2H), 2.21 (s, 3H), 2.06-1.48 (m, 8H) 0 
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: ^J2 (8 2) 

2- (3- (2- (5 2 - (4->f^7i-^) fr***/-*'- 
4->f;i/) xb^rv) 7x-;W) 



•M5-0-T1 




O^CH 



TLC : Rf 0.46 (^no*;i/A : ^ ^ y-;W= 1 0 : 1) ; 

NMR (CDC1 3 ) : $ 7.85 (d, J = 8.4 Hz, 2H), 7.27-7. 14 (m, 3H), 6.89-6.75 (m, 3H), 
4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H), 2.35 (s, 



10 3H) 0 



15 



: ^2 (83) 

2- (3- (2- (5-ptf-;i'^2- jj-^y-^- 
4--f;l/) xh^y) 7x-;l/) 



H,C 0 




TLC : Rf 0.54(?oo*;i/A : * 9 J 10: 1) ; 

NMR (CDCI3) : 8 7.88 (d, J = 8.2 Hz, 2H), 7.29-7. 15 (m, 3H), 6.89-6.75 (m, 3H), 

20 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.68 (q, J = 7.6 Hz, 
2H), 2.35 (s, 3H), 1.25 (t, J = 7.6 Hz, 3H) D 



: **I2 (84) 



186 



* 
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10 



2- (3- (2- (5 2 - (4-7'ntf;l/-7i-;V) **r^/-)V 
-4-4 A,) x^y) 7x-;V) gfcg 




tlc : Rf o.57(^nD*;i/A : ^ ^y-;v= 1 o : l) ; 

NMR (CDa 3 ) : S 7.87 (d, J = 8.2 Hz, 2H), 7.28-7. 15 (m, 3H), 6. 88-6.76 (m, 3H), 

4.20 (t J - 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H), 2.35 (s, 3H), 1.65 (sixtet, J = 7.5 Hz, 2H), 0.94 (t, J = 7.5 Hz, 3H) 0 



Mm (8 5) 

2- (3 - (2- (5 2- (4-4V/u\£)Vy^-)^) 



15 




TLC :Rf 0i2(^on*W : ^ */-;w= 1 o : 1) ; 

NMR (CDC1 3 ) : 8 7,88 (d, J = 8.2 Hz, 2H), 7.32-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 

4. 19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.93 (sept, J = 7.2 Hz, 
20 1H), 1.25 (d, J = 7.2 Hz, 6H) e 



Mm (8 6) 

2- (3- (2- (5 -J**"*- 2- (4- (2-^^;uyoif;l/) 7i-^) 
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TLC: Rf 0.50(^nn^;^:^^;-;V=10': 1); 
5 NMR (CDC1 3 ) : S 7.87 (d, J - 8.2 Hz, 2H), 7. 26-7. 15 (m, 3H), 6. 89-6.76 (m, 3H), 

4 

4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.50 (d, J - 7.0 Hz, 
2H), 2.35 (s, 3H), 1.88 (m, 1H ), 0.90 (d, J = 6.6 Hz, 6H) 0 



AMR 2 (8 7) 

10 2— (3- (2- (5-^^;u-2- (4-t-W7xi^/) 




15 TLC : Rf 0.44 n n*fl/£ : p< ? J -;i/ = 1 0 : 1 ) ; 

NMR (CDCI3) : S 7.89 (d, J ■ 8.2 Hz, 2H), 7.43 (d, J = 8.2 Hz, 2H), 7.20 (t, J = 

8.0 Hz, 1H), 6.89-6.76 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 
6.6 Hz, 2H), 2.35 (s, 3H), 1.33 (s, 9H) 0 



20 jgfifcflfl 2 (88) 

2- (3- (2- ( 5 - ^f ^- 2 - y^ d^d - .4 - >f ^) 



188 
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* 
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TLC : Rf 0.39 (tK I ^ 9 J -p \ ^no^A = 1 : 1 0 '. 10 0); 

NMR (CDa 3 ) : * 7.18 (dd, J = 8.0, 8.0 Hz, 1H), 7.00 (d, J = 2.5 Hz, 1H), 6.86 (d, 

5 J = 8.0 Hz, 1H), 6.77 (dd, J = 8.0, 2.5 Hz, 1H), 4.19 (t, J = 7.5 Hz, 2H), 3.83 (s, 2H), 
3.15 (s, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.22 (s, 3H), 2.06 (m, 1H), 1.10-0.95 (m, 4H) G 



*tt«2 (8 9) 

2- (3- (2- (5-*+*- 2- (4- (1, 2, 3-f7^7 s /-^- 




15 TLC : Rf 0.30 n D *;UA : ^ * y -;U= 1 0 : 1 ) ; 

NMR (CD3OD) : S 9.35 (d, J = 0.8 Hz, 1H), 8.24 (d, J = 8.2 Hz, 2H), 8. 1 1 (d, J = 

8.2 Hz, 2H), 7.20 (t, J = 7.6 Hz, 1H), 6.95-6.78 (m, 3H), 4.27 (t, J = 6.2 Hz, 2H), 
3.78 (s, 2H), 3.06 (s, 2H), 3.00 (t, J = 6.2 Hz , 2H), 2.41 (s, 3H) 0 



20 gg*fc0H2 (9 0) 

2- (3- (2- (5 - (4- (4-^f-^-l, 2, 3-^7 
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TLC : Rf 0.34(^nn^;l/A : * 9J-)V = \ 0 : 1) I 
5 NMR (CDa 3 ) : 6 7.22 (t, J = 8.0 Hz, 1H), 6.95-6.74 (m, 3H), 4.24 (t, J = 6.2 Hz, 

2H), 3.81 (s, 2H), 3.11 (s, 2H), 3.02 (s, 3H), 2.99 (t, J = 6.2 Hz, 2H), 2.42 (s, 3H) e 



M M2 (9 1 ) 



2- (3- (2- (5-^f-^-2 - h^rv7x-;W) 
10 — 4 — >V) xh^fy) 7i-JV) gfc& 




TLC:Rf 0.67 (^dd*H : p< 9 J 1 0 I 1) I 
15 NMR (CDC1 3 ) : d 7.90 (d, J = 9.0 Hz, 2H), 7.20 (t, J = 8.0 Hz, 1H), 6.93 (d, J = 

9.0 Hz, 2H), 6.89-6.76 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 3.84 (s, 3H), 3.59 (s, 2H), 
2.95 (t, J = 6.6 Hz, 2H), 2.34 ( s, 3H)» 



•mm ( 9 2) 

20 2- (3 - (2 - (5-^^^-2- (3, 4->V Kv7x-)l/) 
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o 



TLC:Rf 0.54(^an^;l/A : * ?y-)V= 1 0 I 1) ; 

NMR (CDCI3 + CD3OD) : d 7.56 (dd, J = 8.2, 2.0 Hz, 1H), 7.51 (d, J = 2.0 Hz, 
5 1H), 7.22 (t, J = 8.0 Hz, 1H), 6.93 (d, J = 8.2 Hz, 1H), 6.90-6.77 (m, 3H), 4.22 (t, J 

* l 

= 6.6 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.57 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 
(s, 3H)o 



■mm (9 3) 

10 2- (3- (2- (5-^f-^-2- (1, >r>-5-4 )V) 




15 TLC : Rf Oi3(^no,tW : ^^/-^=1 0 : 1); 

NMR (CDCI3) : £ 7.51 (dd, J = 8.2, 1.8 Hz, 1H), 7.43 (d, J = 1.8 Hz, 1H), 7.21 (t, 

J = 7.6 Hz, 1H), 6.89-6.76 (m, 4H), 6.00 ( s, 2H), 4. 19 (t, J = 6.6 Hz, 2H), 3.60 (s, 
2H), 2.94 (t, J = 6.6 Hz, 2H), 2.34 (s, 3H) Q 



20 mmm (9 4) 

2- (3- (2- {S 2- (3, 4, 5 - h * v7 
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TL€:Rf 0.47(*nn*;VA : *9J-)V=\ o : 1); 

5 NMR (CDa 3 ) : 8 7.21 (t, J = 8.0 Hz, 1H), 7.20 (s, 2H), 6.89-6.76 (m, 3H), 4.21 (t, 

J = 6.6 Hz, 2H), 3.91 (s, 6H), 3.88 (s, 3H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 
2.38 (s, 3H) 0 

MMM 2 (95) 

10 2- (3- (2- (5 -*?)V-2- (4-hV7Jktn^ Kv7x-^) 




15 TLC : Rf 0.57 n uftJUA : * ? j -;i/= i o : 1 ) ; 

NMR (CDa 3 ) : S 8.00 (d, J = 8.8 Hz, 2H), 7.30-7. 16 (m, 3H), 6.89-6.76 (m, 3H), 
4.21 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) B 

20 2- (3- (2- (5 2- (2, 2-^tn-i, 3-^** 
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TLC : Rf 0.53 n n *)UA : * 9 J -P= 1 0 : 1 ) ; 
5 NMR (CDC1 3 ) : 8 7.74 (dd, J = 8.4, 1.5 Hz, 1H), 7.68 (d, J = 1.5 Hz, 1H), 7.22 

(dd, J = 9.4, 7.4 Hz, 1H), 7.09 (d, J = 8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.21 (t, J = 
6.6 Hz, 2H), 3.60 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2.36 (s, 3H)» 



MM! (97) 

10 2- (3- (2- (5-^^;W-2- (4- h V ~7 )\s*u *T)\'T*'7 ^.-fr) 




15 TLC:Rf o.47(^nn*;vA : * 1 0 : 1) ; 

NMR (DMSOdg) : S 8.02 (d, J = 8. 1Hz, 2H), 7.81 (d, J = 8. 1Hz, 2H), 7.20 (t, J = 

7.8Hz, 1H), 6.86-6.80 (m, 3H), 4.20 (t, J = 6.6Hz, 2H), 3.74 (s, 2H), 3.09 (s, 2H), 
2.94 (t, J = 6.6Hz, 2H), 2.37 (s, 3H) C 



20 mmm 2 (98) 

2- (3- (2- (5-^^-2- (4->7;7x^) 
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TLC : Rf o.24(^^-9-> : S^^;i/= l : l); 

5 NMR(CDa 3 ): $ 8.08 (d, J = 8.0 Hz, 2H), 7.72 (d, J = 8.0 Hz, 2H), 7.22 (m, 1H), 

6.76-6.98 (m, 3H), 4.26 (t, J = 6.6 Hz, 2H), 3.83 (s, 2H), 3.13 (s, 2H), 2.99 (t, J = 
6.6 Hz, 2H), 2.42 (s, 3H) e 

mmm 2 (99) 

10 2 - (3 - (2 - (5 2- (77>-2-^;v) ^-4r-9-v*-;u-4 




15 TLC : Rf 0.24 (^-fr > I gfcg|.x^;l/ = 1 : 1 ) ; 

NMR (CDC1 3 ) : 6 7.52 (m, 1H), 7.20 (m, 1H), 6.74-7.03 (m, 4H), 6.51 (dd, J = 

3.4, 1.6 Hz, 1H), 4.25 (t, J - 6.8 Hz, 2H), 3.82 (s, 2H), 3. 13 (s, 2H), 2.97 (t, J = 6.8 
Hz, 2H), 2.37 (s, 3H)o 

20 gglSfcffB 2 (10 0) 

2- (3- (5-^t)l'-2-7x-WW-^-4-'f^) ^h^v) 
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o-CC 




TLC:Rf 0.31 (?nn*;UA : * ?;-)V=Z : 1) ; 

NMR (CDC1 3 ) : S 8.00 (m, 2H), 7.42 (m, 3H), 7.24 (m, 1H), 6.85-6.98 (ro, 3H), 
5 4.98 (s, 2H), 3.61 (s, 2H), 2.42 (s, 3H) D 



10 



(10 1) 

2- (3- (2- (5-^f)l'-2-7x-;i/f7 1 /-)l/-4-^l') xF + 
v) 7x-JP) ft$ 



00 




S^CH 



TLC : Rf 0.43(?nn*;uA : * ?S-)ls=9 I 1) | 

NMR 0 : * 7.89-7.81 (m, 2H), 7.46-7.34 (m, 3H), 7.26-7.16 (m, 1H), 6.87-6.78 
15 (m, 3H), 4.30 (t, J = 6.8 Hz, 2H), 3.59 (s, 2H), 3.18 (t, J = 6.8 Hz, 2H), 2.45 (s, 3H) e 



20 



MM2 (10 2) 

2- (3- (3- (5-^f^-2-7xz^^t>/-;i/-4-^;i.) -/n 

7x-^) gfc® 



195 
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TLC : Rf 0.50(?nn*;l/A : *9 J-)V=2> : 1) ; 

NMR (CDCI3) : S 7.97 (m, 2H), 7.41 (m, 3H), 7.22 (m, 1H), 6.74-6.92 (m, 3H), 

5 3.94 (t, J = 6.0 Hz, 2H), 3.61 (s, 2H), 2.68 (t, J = 7.0 Hz, 2H), 2.27 (s, 3H), 2.11 (m, 
2H)o 

mm 2 (10 3) 

2- (3- (2- (2-7x-Wt7-^-4-^fX/) .x h*v) 7x^ 

10 




TLC : Rf 0.39(^nn^;PA : ^ ^y-;W=8 : 1) ; 
15 NMR(CDa 3 ): 5 8.01 (m, 2H), 7.55 (s, 1H), 7.43 (m, 3H), 7.23 (m, 1H), 6.85 (m, 

3H), 4.25 (t, J = 6.4 Hz, 2H), 3.60 (s, 2H), 3.07 (t, J = 6.4 Hz, 2H) D 

mmim 2 (104) 

2- (3- (2- (5-^^-2 - (4-y^n^^7i-^) *3r^ 

20 v-;w-4-'f;V') xKv) 7i-jv) fttt 
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TLC:Rf 0.62(?nn*;WA : ^ ?;-)l'=5 I 1) I 

NMR (CDa 3 ) : 5 7.88 (d, J = 8.2 Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 7.21 (m, 1H), 

5 6.78-6.87 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.52 (m, 1H), 2.35 (s, 3H), 1 .70-1.95 (m, 4H), 1.20-1.53 (m, 6H)„ 

Wmi (105) 

2- (3- (2- (5 2- (3-^dd-4->Wx^) :* 

io 3MJ-y-;i'-4--f ;w) 7i-jp) §fc& 




CI 



TLC : Rf 0.67 a n A : > ? / -;i/= 5 : 1 ) ; 
15 NMR (CDCI3) : £ 7.95 (d, J = 1.7 Hz, 1H), 7.75 (dd, J = 8.0, 1.7 Hz, 1H), 7.27 (d, 

J = 8.0Hz, 1H), 7.21 (m, 1H), 6.78-6.88 (m, 3H), 4.21 (t, J= 6.6 Hz, 2H), 3.60 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H ), 2.40 (s, 3H), 2.36 (s, 3H) e 

mmm 2 ( 1 0 6 ) 

20 2 - (3- (2- (5 -^f-^- 2 - (4-yVfJl/T5/7x-^) 
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TLC : Rf 0.55(^nDx^;l-A : >t ^y-;l/= 5 : 1) ; 

NMR (CDC1 3 ) : S 7.83 (d, J = 9.0 Hz, 2H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.76- 

5 6. 87 (m, 3H), 6.70 (d, J = 9.0 Hz, 2H), 4. 18 (t, J = 6.8 Hz, 2H), 3.60 (s, 2H), 3.01 (s, 
6H), 2.94 (t, J = 6.8 Hz, 2H ), 2.32 (s, 3H) 0 



mm (10 7) 

2- (3- (2- (5-xf^-2-7i-Wt % /-^-4->f^) xh 
10 *v) 7x-;P) ft® 



OH 




b ^^CH 3 K^^X 



OH 



TLC : Rf 0.44(^nn*;i/A : ^ ^y-;i/=8 : 1) ; 
15 NMR (CDCI3) : S 7.97 (m, 2H), 7.41 (m, 3H), 7.20 (m, 1H), 6.82 (m, 3H), 4.20 (t, 

J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.73 (q, J = 7.6 Hz, 2H), 1.29 
(t, J = 7.6 Hz, 3H)o 



■Mil (IPS) 

20 2- (3- (2- (5-1^^-2- (4 --rf-;P7x-;l/) t^r^V 
4-4))/) i^y) 7i- )V) 
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H 3 C 

TLC:Rf 0i4(^nD*;l/A:^;-;V=8 : 1); 

NMR (a>a 3 ) : S 7.87 (d, J = 8.2 Hz, 2H), 7.22 (d, J = 8.2 Hz, 2H), 7.14-7.28 (m, 

5 1H), 6.82 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.63 (t, J o 7.6 Hz, 2H), 2.34 (s, 3H), 1.61 (m, 2H), 1.35 (m, 2H), 0.92 (t, J = 7.2 Hz, 
3H) 0 

mm 2 dog) 

10 2- (3- (2- (5 -^f-^- 2 - (4-^dd7x^)I/) ^^y-^- 

4->f;i/) i^v) 7xz;v) gfcg 




15 TLC:Rf 0.57 n n : > * y -;p= 8 : 1 ) ; 

NMR (CDCI3) : £ 7.90 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.16-7.28 (m, 

1H), 6.83 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.36 (s, 3H) 0 

20 2 (110) 

2- (3- (2- (5->f-*-2- (ft7x>-2-^f;P) t+W-*' 
-4-4 )V) xKv) 7x-^) #® 
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TLC:Rf 0.70(?na*;i^ : ?y-;i/=5 I 1) ; 

NMR (CDCI3) : $ 7.59 (dd, J = 3.6, 1.2 Hz, 1H), 7.36 (dd, J = 4.8, 1.2 Hz, 1H), 

5 7.21 (m, 1H), 7.07 (dd, J = 4.8, 3.6 Hz, 1H), 6.77-6.87 (m, 3H), 4.20 (t, J = 6.6 Hz, 
2H), 3.60 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2. 34 (s, 3H) C 



3rfifc0fl2 (111) 

2- (3- (2- (5 -^-f-^- 2 - (7 7>-2--{^) 
10 --f;V) 7jc-;1/) 




tlc : Rf 0.69(^no*;uA : p« ^y-;i/=5 : l) ; 

15 NMR (CDQ 3 ) : 5 7.51 (m, 1H), 7.21 (m, 1H), 6.93 (d, J = 3.5 Hz, 1H), 6.78-6.87 

(m, 3H), 6.50 (dd, J = 3.5, 1.9 Hz, 1H), 4.22 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.95 (t, 
J = 6.6 Hz, 2H), 2.35 (s, 3H)„ 

mmm2 (112) 

20 2- (3- (2- (5-^f-;i/-2- (tfv> f >-2--f ;u) ^^-9"V-;w- 

4-4)^) xh^y) 7x-)b) 
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CM 




O-^CH 



TLC: Rf 0.67(^nn*;l/A : * ?y-;U=5 : 1) ; 

NMR (CDa 3 ) : S 8.71 (d, J =4.8 Hz, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.79 (ddd, J 

5 =7.8,7.8, 1.8 Hz, 1H), 7. 32 (ddd, J = 7.8,4.8, 1.8 Hz, 1H), 7.21' (dd, J = 7. 8, 7.8 
Hz, 1H), 6.78-6.87 (m, 3H), 4 .26 (t, J = 6.8 Hz, 2H), 3.61 (s, 2H), 2.99 (t, J = 6.8 
Hz, 2H), 2.41 (s, 3H) 0 



■fa®2 (1 1 3j 

10 2- (3- (2- (5 - (2 -^Wi^) ^^r^V-;U- 
4- 4*) x^y) 7x-)V) gfcg 




15 TLC : Rf 0.68 n D*;i/A : *y-;w=5 : 1) ; 

NMR (CDC1 3 ) : 8 7.90 (m, 1H), 7. 1 8-7. 30 (m, 4H), 6. 80-6. 87 (m, 3H), 4. 24 (t, J = 
6.7 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.64 (s, 3H), 2.37 (s, 3H) 0 



(114) 



20 2 - (3 - (2 - (5 -^f-fl'- 2 - (3-^f^7x-^) 
4-> f;U) x^y) 7i^) 



201 



WO 99/46232 



PCT/JP99/01134 




TLC : Rf 0.71 (^OD*H : * ? J -)V= 5 I 1) ; 

NMR (CDC1 3 ) : S 7.74-7. 81 (m, 2H), 7.17-7.35 (m, 3H), 6.78-6.87 (m, 3H), 4.21 
5 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 3H), 2.36 (s, 3H) Q 



10 



M SLZ (115) 

2- (3- (2- (5 -^f-^- 2 - (4-h'J7^n^Wxi;l/) * 




TLC : Rf 0J4(^nn*^A : p« ^^-;i/=8 : 1) ; 

NMR (CDQ 3 ) : 8 8.08 (d, J = 8.0 Hz, 2H), 7.67 (d, J = 8.0 Hz, 2H), 7.17-7.24 (m, 

15 1H), 6.83 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 
2.39 (s, 3H) 0 



mm 2 (116) 

2- (3- (2- (5-^^-2- (4-7HH7 fr*^/-* 
20 -4-4*) xh*v) 7x-^) 
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WO 99/46232 PCT/JP99/01134 




lTjC:Rf 0.59(^nn^;i,A : * ?;-)V=S : 1) ; 

NMR (CDCI3) : 8 7.95 (m, 2H), 7.03-7.26 (m, 3H), 6.83 (m, 3H), 4.20 (t, J = 6.6 
5 Hz, 2H), 3.59 (s, 2K), 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H)„ 

(117) 

2- (3- (2- (5 2- (4-v7;7x^) 

10 




TLC: Rf 0.52(^0 D*;WA : p( ^/-;u= 9 : 1) ; 

NMR (CDCI3) : 8 8.06 (d, J = 8.6 Hz, 2H), 7.70 (d, J = 8.6 Hz, 2H), 7.22 (m, 1H), 

15 6.78-6.87 (m, 3H), 4.23 (t, J = 6.4 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.4 Hz, 2H), 
2.40 (s, 3H) 

mm (118) 

2- (3- (2- (5-^^^-2- (4-^^-1, 2, 3-f7v7V 
20 -;U-5 --OW ^4r-^V-;V-4-^^) xf»*y) -7jl^;1/) gfc& 
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TLC:Rf 0.54(^nn*;UA : p!*y-;i/=9 : 1); 

NMR (CDCI3) : S 7.23 (m, 1H), 6.78-6.88 (m, 3H), 4.23 (t, J = 6.5 Hz, 2H), 3.60 
5 (s, 2H), 3.02 (s, 3H), 2.98 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H)„ 



(119) 

2- (3- (2- (b-t^fr- 2 - (2, 3, 5, 6-f b77^o-4 



10 




TLC:Rf o.34(^on,i>;wA : ^ ^y-;i/=8 : l) ; 

■ 

NMR (CDCI3) : S 7.22 (m, 1H), 6.76-6.90 (m, 3H), 4.23 (t, J = 6.4 Hz, 2H), 3.60 
15 (s, 2H), 3.01 (t, J = 6.4 Hz, 2H), 2.40 (s, 3H), 2.33 (s, 3H) e 

*ttt&2 (12 0) 

2- (3- (2- {5~*i-)l<- 2 - (3--bo-4-^f;l/7x-;i/) t 

20 
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°xrr 



TLC:Rf 0.31 (*nn*/l/A : ^ */-;i,= 8 : 1) ; 

NMR (CDQ 3 ) : $ 8.54 (d, J = 1.6 Hz, 1H), 8.08 (dd, J = 8.0, 1.6 Hz, 1H), 7.39 (d, 

5 J = 8.0 Hz, 1H), 7.17 (m, 1H), 6.66-6.90 (m, 3H), 4.21 (t, J = 6.4 Hz, 2H), 3.59 (s, 
2H), 2.97 (t, J = 6.4 Hz, 2H), 2.63 (s, 3H), 2.39 (s, 3H) 0 



10 



: *fcfrl 2 (12 1) 

2- (3- (2- (5-^^;W-2-v^o^^rv;P^-^^v*-;W-4-^;W) 




TLC : Rf 0.44(^nD^^A : p(^y-;i/=9 : l); 

15 NMR (CDC1 3 ) : S 7. 19 (dd, J = 8.0, 8.0 Hz, 1H), 6.74-6.87 (m, 3H), 4. 10 (t, J = 

6.6 Hz, 2H), 3.59 (s, 2H), 2.85 (t, J = 6.6 Hz, 2H), 2.71 (m, 1H), 2.23 (s, 3H), 1.96- 
2.04 (m, 2H), 1.19-1.86 (m, 8H ) 0 



fl2 (12 2) 

20 2- (3 - (2- (5 2 n 4 -4 JU) 
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TLC:Rf 0.46(^on^;i/A : ^ ^y-;u=9 : 1) ; 

NMR (CDCI3) : 8 7.19 (dd, J = 7.9, 7.9 Hz, 1H), 6.74-6.87 (m, 3H), 4. 11 (t, J = 

5 6.6 Hz, 2H), 3.59 (s, 2H), 3. 14 (m, 1H), 2.86 (t, J = 6.6 Hz, 2H), 2.24 (s, 3H), 1.56- 
2.12 (m, 8H) 0 

&titm 2 (123) 

2- (3- (2- (5 2- (4-^>f^7x-^) **y-y-)i< 

10 -4-4/10 xh^fy) 7i-)l/) fttt 




tlc : Rf o.44(^nn*;PA : * ^y-;i/=8 : l) ; 

15 NMR (CDCI3) : S 7.87 (d, J = 8.4 Hz, 2H), 7.22 (d, J = 8.4 Hz, 2H), 7.20 (m, 1H), 

6.75-6.90 (m, 3H), 4.19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.62 (t, J = 7.6 Hz, 2H), 2.35 (s, 3H), 1.62 (m, 2H), 1.23-1.44 (m, 4H), 0.89 (t, J = 
6.8 Hz, 3H)o 

m 

20 mti&LZ (12 4) 

2- (3- (2- (5-*+A'-2- (If VW— 4 — f A^) t^rt/-^- 
4-4/10 xf^» 7xz;^fHt) 
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o-o 




TLC:Rf 036 (?vu*)V&; 4 1)\ 

NMR (DMSOde) : S 8.75 (d, J = 6 Hz, 2H), 7.80 (d, J = 6 Hz, 2H), 7.20 (dd, J = 

5 8. 8 Hz, 1H), 6.95-6.80 (m, 3H), 4.20 (t, J = 7 Hz, 2H), 3.75 (s, 2H), 3.05 (s, 2H), 
2.95 (t, J = 7 Hz, 2H), 2.40 (s, 3H) 0 



: *M«2 (12 5) 
2- (3- (2- (5 -^^-^-2- (e»J v>-3 -<f *) 
10 4-^^) xh^rv) 7x-;l/) £8 




TLC : Rf 0.39(?na*;l/£ : ?y-;i/=9 : 1) ; 
15 NMR (DMSO-ds) : 5 12.28 (tars, 1H), 9.07 (d, J = 1.5 Hz, 1H), 8.65 (d, J = 4.8 Hz, 

1H), 8.24 (d, J = 8.4 Hz, 1H), 7.52 (dd, J = 8.4Hz, 4.8 Hz, 1H), 7.21-7.16 (m, 1H), 
6.82-6.79 (m, 3H), 4.18 (t, J = 6.6 Hz, 2H), 3.50 (s, 2H), 2.93 (t, J - 6.6 Hz, 2H), 
2.37 (s, 3H)o 

20 &1fom 2 (12 6) 

2- (3- (2- (5-^f-^-2- {W 9 J>-4-4JU) Jr*W-)\<- 
4-j)V) x^y) 7x^) gfc& 
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TLC :Rf 034 n D *)Vk \ * ? J -)V= 9 1 ) ; 

NMR (DMSO-dg) : S 12.29 (brs, 1H), 8.69 (d, J = 6.0 Hz, 2H), 7.80 (d, J = 6.0 Hz, 

5 2H), 7.21-7.16 (m, 1H), 6.82-6.78 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 3.50 (s, 2H), 
2.95 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) 0 

mmm 2 (127) 

2- (3- (2- (5 - (4-^f;m , ^7y>-i-'f;v) f- 

10 TV-)V-4-4)V) x^y) 7x-;i/) 




TLC:Rf 0.40(^nn^;i/A : ^y-;i/=3 : 1) ; 
15 NMR (CDC1 3 ) : 5 7.00-7.20 (m, 2H), 6.70-6.85 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 

3.46-3.55 (m, 4H), 2.91 (t, J = 6.6 Hz, 2H), 2.75-2.83 (m, 4H), 2.47 (s, 3H), 2.24 (s, 
3H) 0 

mt&m (12 8) 

20 2- (3 - (2- (5-^f-^-2-7i-;u^-4r-9-V-;i/-4--f;v) 

*v) 7zxw h*is) 
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TLC:Rf 0.31 I J* 9 J-fr I ^OO^A=l : 1 0 I 10 0); 

NMR (CDa 3 ) : 5 7.98 (m, 2H), 7.50-7.40 (m. 3H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 

5 7. 00 (m, 1H), 6. 95-6. 80 (m, 2H), 4. 62 (s, 2H), 4. 26 (t, J = 7.0 Hz, 2H), 4. 1 1 (s, 2H), 
2.99 (t, J = 7.0 Hz, 2H), 2.39 (s, 3H) e 



(12 9) 

2- (3- (2- (5->^^-2- (b , 'Jy>-3-^l') 
10 4-4*) xh^» Ti^l^-^-f *) 




TLC: Rf 0.41 (^nn^;i^A : p( ^y-;P=4 I 1) ; 
15 NMR (DMSCWg) : S 9.05 (s, 1H), 8.65 (d, J = 4 Hz, 1H), 8.25 (d, J = 7 Hz, 1H), 

7.55 (m, 1H), 7.20 (dd, J = 7, 7 Hz, 1H), 6.95-6.80 (m, 3H), 4.20 (t, J = 6 Hz, 2H), 
3.80 (s, 2H), 3.10 (s, 2H), 2.95 (t, J = 6 Hz, 2H), 2.40 (s, 3H) 0 

mifoM2 (13 0) 
20 2 - (3 - (2 - (5-^-^-2- {A-t^-nsf-iry 
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TLC:0.44(^an^;i/A ; ;**y-;U=8 : 1); 

NMR (CDCI3) : 8 7.87 (d, J = 8.6 Hz, 2H), 7.26 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 

5 6.75-6.89 (m, 3H), 4.20 (t, J - 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.51 (s, 3H), 2.35 (s, 3H) e 



: *fc0H2 (13 1) 

2- (3- (2- (5-^^;i/-2-v^n7*nif;i/^-^^y-;i/-4--f )V) 
10 xF^y) 7i-^) fm 




TLCrRf 0.43 (^ni?#/UA : * $ J 9 : 1) ; 
15 NMR CDCI3) : <J 7.25-7. 10 (m, 1H), 6.86-6.74 (m, 3H), 4. 10 (t, J = 6.6 Hz, 2H), 

3.58 (s, 2H), 2.82 (t, J = 6.6 Hz, 2H), 2.20 (s, 3H), 2.04-1.98 (m, 1H), 1.01-0.94 (m, 
4H) 0 



312 ( 1 3 2) 

20 2 - (3- (2 - (5 2- (4-- FD7xzji/) 
4--OI/) if^y) 7x-^) 
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TLC :Rf 0.53(?nn*;i/A : * ?y-)ls=9 1) ; 

NMR (CDC1 3 ) : $ 8.30 (d, J = 9.0 Hz, 2H), 8. 14 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 

5 8.0, 8.0 Hz, 1H), 6.77-6.90 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.57 (s, 2H), 3.00 (t, J 
= 6.6 Hz, 2H), 2.43 (s, 3H)„ 



Mm (13 3) 

2- (3- (2- (5 -^^^-2- V >-2 ->f;W 

10 4-4/1/) xh*i/) 7i-M ft® 




TLC : Rf 0.51 (^nn*;UA : > ^y-;i/=9 : 1) ; 
15 NMR (CDC1 3 ) : $ 8.16-8.28 (ra, 3H), 7.83 (m, 1H), 7.75 (m, 1H), 7.57 (m, 1H), 

7.22 (dd, J = 8.2, 8.2 Hz, 1H), 6.78-6.87 (m, 3H), 4.29 (t, J = 6.6 Hz, 2H), 3.61 (s, 
2H), 3.04 (t, J = 6.6 Hz, 2H), 2.46 (s, 3H) e 



Mm (13 4) 

20 2 - (3 - (2 - (5 -^f-^- 2 - (3-h V7)V*u* K->7x^) 
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TLC : Rf 0.37(^nn*;i/A : ^ ?y-)U= 9 : 1) I 

NMR (CDa 3 ) : 5 7.91 (dt, J = 7.8, 1.2 Hz, 1H), 7.85-7.80 (m, 1H), 7.45 (t, J = 

5 7. 8 Hz, 1H), 7.28-7. 17 (m, 2H), 6.89-6.78 (m, 3H), 4.22 (t, J - 6.6 Hz, 2H), 3. 60 (s, 
2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) Q 

^mm 2 (135) 

2- (3- (2- (5 -^f-^-2 - (2-f'j7^to^f^y7xc^) 
10 **^/-fl'-4-'f flO i^v) 7x^) gfcg 

OCF 3 

TLC:Rf 0.42(^dd*;WA : ^ ^y-;l/= 9 : 1) ; 
15 NMR (CDQ3) : £ 8.06 (dd, J = 7.8, 2.0 Hz, 1H), 7.49-7.31 (m, 3H), 7.27-7.17 (m, 

1H), 6.88-6.78 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.8 Hz, 
2H), 2.38 (s, 3H) e 

(13 6) 

20 2 - (3- (2 - (4-^f^-2-7x-;i/t*t 4 /-A/-5->f^) 
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tlc : Rf o.44(^dd*;1/A : * i?;-)V=9 : d; 

NMR (CDCI3) : S 8.00-7.93 (m, 2H), 7.46-7.37 (m, 3H), 7.28-7.18 (m, 1H), 6.90- 

5 6.78 (m, 3H), 4.22 (t, J = 6.8 Hz, 2H), 3.61 (s, 2H), 3.14 (t, J = 6.8 Hz, 2H), 2.20 (s, 
3H) 0 

mmm 2 (137) 

2- (3- (2- (5 -^^^-2 - (1, 3-v**-»M >^v-5-^;w) 




tlc : Rf o.20(^nn^;i/A : ^ : tK= 10 0: 10: l) ; 

15 NMR (CD3OD) : S 7.49 (dd, J = 8.4, 1.8 Hz, 1H), 7.38 (d, J = 1.8 Hz, 1H), 7.22 (t, 

J = 7.8 Hz, 1H), 6.97-6.79 (m, 4H), 6.01 (s, 2H), 4.54 (s, 2H), 4.26 (t, J = 6.4 Hz, 
2H), 4.06 (s, 2H), 2.93 (t, J = 6.4 Hz, 2H), 2.33 (s, 3H) D 

* 

gg*fcfll3 

20 2- (3 - (2- (5-^f;V-2-7x^J^#ty-;U-4-^f^) .xf- 
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2- (5 —* T)l>-2 -7i-;i/t^r-9-V-;i/-4 -4 )V) 2L^-)\,7w? 4 
K (1 3 6mg) SZTfZ ;v*^h7xz^ . ^f-^jix-r^ (7 8 
mg) ^T-bh-hU;v (5ml) KfcffU HK*V^A (1 8 Omg) £ 

7=7~7 4- (^nnm : g|=$.x^;u=2 0 0 : 1 — 5 0 : 1) -CitSU 
TUV!}&mi£1-Z>*%Wit£® (9 2mg) Z'&tZo 
TLC : Rf 033(ft|feJ.f->U I ^+-9">=1 I 3); 

NMR (CDa 3 ) : S 7.96 (m, 2H), 7.50-7.35 (m. 3H), 7.30-7.15 (m, 3H), 7.06 (m, 

1H), 3.69 (s, 3H), 3.57 (s, 2H), 3.28 (t, J = 7.0 Hz, 2H), 2.82 (t, J = 7.0 Hz, 2H), 
2.27 (s, 3H) 0 

2- (3- (2- (5-^f;i'-2-7i-^^t > /-^-4-'f;i') H> 
+ y) 7xzjv^f;i/ft) - 2 - ^f;V7"n/r/g - i-^i/jcx-f^ 




3- (2- ( 5 - ^f* - 2-7x^*^7-^- 4 - x h i/) 
^yV)V*f-*-)\, (i.l5g) Ox^-;v (3 5ml) »fti:2-7*nt-2- 
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^f^yn/r/^ • 3-T)\,x.7.t)\' (0.64ml) £<£ Tf-y- V V ? f- 1/- h 
(2 9 0mg) ?:0t:TiD^> 3 lMii$itL£o KJB&&®%i ft 1$ 

5 W7A^7h/77^- : gf:ga^;w=5 : 1) TMfgU 

TiB%&M*£t£*S§^rt:^ (l.69g) *%tz 0 
TLC:Rf 0.46(^^r-^> : lF^-^^=4 ! 1) ; 

NMR (CDC1 3 ) : S 8.01-7.94 (m, 2H), 7.46-7.37 (m, 3H), 7. 18 (t, J= 8.0 Hz, 1H), 

6.89-6.72 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 4.12 (q, J = 7.0 Hz, 2H), 3.79 (s, 2H), 
10 2.97 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.53 (s, 6H), 1.26 (t, J = 7.0 Hz, 3H) D 



20 



15 Hmz£vT#M1-Z>1&lz%&lx, ^Ti:^t$HWb^i^#f:, 



MM5. 



2- (3- (2- (5-^f;i'-2-7x^^t7-^-4-'f;V) ^ 




TLC:Rf 0.50 \*9J-to\ ^do*H=1 : 10 : 100)1 

NMR (CDa 3 ) : 5 7.94 (m, 2H), 7.45-7.35 (m. 3H), 7.30-7.15 (m, 3H), 7.07 (m, 

25 1H), 3.58 (s, 2H), 3.25 (t, J = 7.0 Hz, 2H), 2.81 (t, J = 7.0 Hz, 2H), 2.25 (s, 3H) 0 
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■mm (i) 

2- (3- (2- (5 f 2 -7i^;^^rt/-;l/- 4 



H3C CH3 





OH 



TLC : Rf 0.53 I gfcg&x^fl/^ 1 : 3); 

NMR (CDCI3) : S 8.00-7.94 (m, 2H), 7.46-7.41 (m, 3H), 7. 15 (t, J = 7.8 Hz, 1H), 

10 7.08 (m, 1H), 6.84-6.74 (m, 2H), 4.29 (t, J = 7.2 Hz, 2H), 3.88 (s, 2H), 2.99 (t, J = 
7.2 Hz, 1H), 2.38 (s, 3H), 1.58 (s, 6H) 0 



2- (3- (2- (5-^f^-2-7x-;vt^t > /-)P- 



15 



H3C CH3 





ONa 



TLC:Rf 0.53(^^r"9-> ; S^xf ;U= 1 ; 3); 

NMR (CD3OD) : 8 7.98-7.93 (m, 2H), 7.49-7.43 (m, 3H), 7. 13 (t, J = 7.4 Hz, 1H), 

20 6.92-6.85 (m, 2H), 6.78-6.70 (m, 1H), 4.23 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 2.96 (t, 
J = 6.6 Hz, 2H), 2.36 (s, 3H), 1.46 (s, 6H) 0 
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3- (2- (5 -^f-^-2-7i-;W*4r^ > /-;W-4 -4 )V) xf^y) 



o 



5 




2- (5-^f L ;w-2-7i-;wjj-^r , 9-v*-;w-4-^;w) .x*y-;u (1.02 

g) , 3 —V: Ko^y'OXT^ft K (0.73g) £ J: h V 7 jc^;w*X7 4 
y (l.57g) Z&ittf-^y (10ml) «U 1, 1' - (7V*v#;l/** 

10 «; v> (i.74g) * 0 r-eunx., ma-? 2 m$mwLtz 0 KBm& 

*®m^*v>zmz-. ®ftzz>w\itzo ^immttzo ££@%£v";#y 

)\/JjyA?u-? VP'?? j - (tfS-fr : ?nD*W = 1 : 100) -em 
g&U Tfflfo&m%t Z&miti?® (l.30g) £#£ e 
TLC : Rf 0.77 ^/-^ : ^do w = i : 2 0); 

15 NMR (CDa 3 ) : 5 9.96 (s, 1H), 7.98 (m, 2H), 7.50-7.35 (m, 6H), 7.17 (m, 1H), 
4.31 (t, J = 6.0Hz, 2H), 3.01 (t, J = 6.0Hz, 2H), 2,38 (s, 3H) e 

3- (2- (5-^f;v-2-7x-;i/in/-;i'-4-'f^) xh^y) 

20 T^fnzh'J^ 



OH 
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##«6"C«aiLfcfl:£fc (1 3 5mg) £ lTfB*?im& (1 3mg) £ 
^Att^Vy (3m 1) H«M*U 0 "C"C h 'J ^ f-^ v V >U— h V ^ (0.14m 1 ) 

fcttLfco > (3 m 1 ) fc&Jg L, 2 N-£& 

(o.5mi) mM^-mmLtzo $>&izm a. »»x 

ftjgU TE*te**Hr*-**»frfr* (1 4 0mg) *fr 

10 £o 

TLC:Rf 0^7(SKxf^:^t>=l I 2)\ 

NMR (CDC1 3 ) : S 7.94 (m, 2H), 7.45-7.35 (m, 3H), 7.29 (dd, J = 8.0, 8.0Hz, 1H), 
7.10-7.00 (m, 2H), 6.90 (m, 1H), 5.49 (d, J = 6.0Hz, 1H), 4.73 (d, J = 6.0Hz, 1H), 
4.16 (t, J = 6.5Hz, 2H), 2.92 (t, J = 6.5Hz, 2H), 2.37 (s, 3H) 0 

15 

a-vTy-3 - (2- (5-^f^-2-7x-;l'iW-;i'-4-'f;l') 

< 



CI 




##«7T?|[iiLfcfl:^* (9 3mg) i&it*1-U> (3ml) Ci&SSU 
Mia-e^bf 1 ^-^ (6 1ml) £XTFV*?-JU*JU»T$ K (lSS) &iD*, 

■ 

♦ 
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mg) £#£ 0 

TLC:Rf 0.74(f^^-^;H ^^r-9->= 1 I 1); 
5 NMR (CDC1 3 ) : 8 7.97 (m, 2H), 7.50-7.35 (m, 3H), 7.33 (dd, J = 8.0, 8.0Hz, 1H), 

7.10-7.00 (m, 2H), 6.98 (m, 1H), 5.75 (s, 1H), 4.23 (t, J = 6.5Hz, 2H), 2.93 (t, J = 
6.5Hz, 2H), 2.36 (s, 3H) e 

10 5- (3- (2- (5-^f^-2-7x-;^H7-^- 4->f >U) il« 
tv) -2, 4-f7yjy>yt> 




15 ^msVUMLtzit^ (9 9mg) *z.9 j-n, (lml) K?#g?U 
f-tf-^l'T (2 6mg) SrflDx.. 3 Bt^jt^ L £ 0 2 
(1.5ml) ^rtJDx.^ -BfcilELfco R£&^#j££#*KtHl;ix SSxf;K* 

20 HEft^ (6 0mg) £*f£ 0 

TLC:Rf 0.31 d^^-^ : ^*"t>= 1 ! 1); 

NMR (dg-DMSO) : 8 7.90 (m, 2H), 7.60-7.40 (m, 3H), 7.31 (dd, J=8.0, 8.0Hz, 

1H), 7.00-6.90 (m, 3H), 5.75 (s, 1H), 4.23 (t, J = 6.5Hz, 2H), 2.93 <t, J = 6.5Hz, 2H), 
2.36 (s, 3H) 0 
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mm i 

• 2- (3- (4- U-^f-A^x-AO f7V-;V-2-'f;M f^y) 

gfc$ io.og 

•ftH^'Ja-^^A (MttBM) 0.2 g 

■^f7'J >&v^*v*a (firt^J) o.ig 

• I^Hi-tr^n-* 9.7 g 

14*5**^1-* 7 1 0 0**f*fc. 

• 2- (3- (4- (4 f7/-;l/-2-'fJM h*v) 
7 gi=R 2g 

• y b 5 g 

• ^@7fc lOOOm 1 



220 



WO 99/46232 PCT/JP99/01134 




5 

A l l±C l~47;^l/>iJ/;liC2~'47^zi.>I^^L, 

A2&-o-mitz\t-s-mzmt>L, 

10 nfi 1 - 5 SrgfrU 
Rl(i 

(i) 7fcitl«^ 

(ii) C 1~87;V^I, 
(ffi) /Nn^>il^ 

15 (iv) C l~4 7;i/3^fyl, 

(v) - h 

(vi) hV^npif-;u^ 

(vii) h V^n* h*vg. 

(viii) h V ^ n pt 
20 (ix) v7;l, 

(x) C l~47Mmi, 

(xi) NR5R6g R5^j;irR6tt-f-n-PfiSIU£LT, **K^F4 

liCl-4 7;^;v|^to ) , 
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(xii) fitmmM, itzu 

(xffi) ^fDii^L, 
R2(i 

(i) *3MMF\ 

(ii) C l-47Wi, 

(iii) /Noy>gf, Sfcfc 

(iv) bV^cM-^i^fc^bU 
C y c 1 &i* 

(i) -T- 4~ (iO 4- (iii) ^ N 




W // ' ' W // 



10 C y c 2 ^fi 

(0 mmm. ttztt 

(ii) ^fnil^U 
R3(i 

(0 **k^ 

15 (ii) C 

(in) AD^>g^ 

(iv) C l-4 7^3^y : 

(v) -hnl, 

(vi) h>)s\u*1-)l<. 
20 (vii) h'J^o^ 

(vii) h yAnjtf-^tf-gk 

(ix) v7;S, Sfctt 

(x) Cl-47WftittfcL, 
R4{i 
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(i) 



R 8 R 9 
A 4 -C— COOR 7 



(ii) 2, 4 -f 7 7'J y > y t > - 5 - ^I^td U 
A* 14 



(i) I 



□ > 



5 (n) C 1 -4T)^^U>^ 

(in) -C 1 -ATfrZ-Vy-O-Q. ttz\± 
(iv) -Cl~47fr*U>-S-&Z£t>L 

10 tz tz L > 

(1) RUt2&itz\t3mzm£tzi><Dtu 

(2) R4^3i4lCig^Ls A4#3M§^££li^l^£mbU A3#CH 
£^=bU Cy c l^>-fe*>t^1"t A .xf-U^ £fc 



Mo 
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7 * * - -c & a o& a i Ei£ o ^ ;u * * f s v - a it mmtsmtg ^ 

4 . ( I ) 




io (5$^ 

A 1 tiC 1 ~ 4 7 U >Ii /; li C 2 ~ 4 T 1 - 1/ >i t It) 
A2fi-0-g££l;i:-S-g£^:bU 

nit 1 ~ 5 £^fc>U 
15 R 1 fi 

(i) ;jcjfcR?\ 

(ii) C l-8 7Wi, 
(ffi) ^ny>g^ 

* 

(iv) C l~4 7^3^y$, 
20 (v) -fnl, 

(vi) h V^u 

(vii) h V^EM 

(viii) H;^optf-;i^*^ x 

224 



WO 99/46232 PCT/JP99/01 134 



(ix) v7;l, 

(x) c i-4 7;^;i/ft 

(ad) NR5R6g (gc£ % R5j3itfR6li^ft^a}&LT, jfcJMHPifc 

5 (xii) Sfcli 

(xffi) ^xn^fc^fcU 
R2(i 

« 

(i) **1R^F\ 

(ii) C 

10 (in) ad^>^ Sfctt 

(iv) h V^npt^;l/g£g;bU 
C y cllli 



C y c 2^{i 
15 (i) Sfctt 

(ii) 'sfnSt&tiEkU 
R3(i 

(i) jfc*!^ 

(ii) C 1-87W: 
20 Cixi> Any^S^ 

(iv) C l~4 7;V3^v 

(v) - ho 

(vi) h v^n*-^;^ 

(vii) KV^Oj* f+vl, 
25 (viii) hU^n^f-**-**, 
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(ix) ->7/g, itzli 

(x) Cl-4 7H^ftI^ifcL < 
R4{± 

R* R 9 

(i) — A 4 -C— COOR 7 tlzlt 
5 (ii) 2, 4 - f 7 V'J v Vy t > - 5 - 'f ^i^tfc U 

(i) SM££\ 

(ii) C 1-4 7^1/^ 

(iii) -Cl~47;^l/>-0-i, tfcli 
10 (iv) -C 1 -4 7^l/>-S-i^fcl, 

fztzL, 

(1) R4»±2ttSfctt3teKtt*'t*'i>Ofc U 
15 (2) R4j&*3fcto(&£U A4***ig^$^:lip«f-W>*^t>L> A3#CH 
fc^bU C y c l#^>-lf>«:^-f 1 1, Alli>fl/^ xf^>, i£ 

20 5. §!#0$&B4fB$M)H&5S (I) T^SftSft^O-? *k C y c 1 £ 




(HO 
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6 . it4t®&. 

I) 5 - (3- (if7i-;i/-4-'f )V* h*v) 7x-;i/) s*.y? ■ j*f- 

5 2) 4- (3- (tT7i-;u-4->f;i'^ h+v) 
x7>-r->K 

3) 4- (3- {2- (5-^f;v-2-7i-;H^rt7-^-4-'f;t')x 

h*v) 7x-A') 7* >g£ • ^f-^x^-r^K 

4) 6- (3- (2- (5-^f^-2-7i-^*tV , -^-4-'f^) x 

5) 5- (3 - (2 - (5-^f^-2-7x^;^^t>/-;i,-4-^;i/) x 

6) 6- (2 - (2 - (5-^fil'-2-7x-;i't^ty-]V-4-^l/) x 

15 7) 5- (2 - (2 - (5-^f^-2-7x-;l'tH < /-;i'-4-'f^)x 
f*v) 7x-^) >g£ • jif-JI'XXf/K 

8) 2 - (3 - (2 - (5-^f^-2-7x^H/-)l'-4-'f;i/) x 
h*v) 7x-^) ftK-^^x^f-^ 

9) 5- (3- (3- (5->f;l'-2-7x-^WHl'-4-^) 7 
20 n^^r>/) 7x-il/) • p{^;l/X^-f;i/ N 

10) 2- (3- (2- (5-pt.^^-2- (4-^f;i'7x-4/) 

II) 2- (3- (2- (5 - (4-xf^7x-;v) **-9-7- 

25 12) 2- (3- (2- (5 - ^f-^- 2 - (4-7*nk>7xx;v) ^-^-9-7 
-)V-4-4)V) xh^v) 7jlx;1/) .• * -^;i/x*x>K 
13) 2- (3- (2- (5-^f-^-2- (4->fy7ot>7x^) 
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14) 2- (3- (2- (5 (4- (2-^Wnf)V) 7 x. 

15) 2- (3- (2- (5->f-;V-2- (4-t-rWi-JV) 

* 

16) 2- (3- (2- (5-^;V-2- (4-n + y7x-JV) *W/ 
- )U - 4 - J )V) 7x-^) ji^fK^ 

17) 2- (3- (2- (5-^^-2- (3, 4-^f^>7x-^) * 

10 18) 2- (3- (5-^f*-2-7iiJI'*W-*'-'4-'f*) h * 
v) 7i-)V) gfcgl • ^-^X^T^K 

19) 2- (3- (2- (5-^f^-2-7x-;i/f7V*-;i'-4-'f^) -X- 

20) 2- (3- (3- (5-^fJV-2-7x-^W-^-4-^) 

21) 2- (3- (2- (2-7x-WtV'-^-4-'ffl') xh^rv) 7 

22) 2- (3- (2- (5-P«f-^-2- (3 —9 no- 4 f^7x-^/) 

20 23) 2 - (3 - (2- (5-Xf-^-2-7JL-^*^V r -^-4 — f*) 
x^y) 7x^) gfc$ • ^f^X7f^ 

24) 2- (3- (2- (5-^^-2- (4-W7xX»/) ^^y- 
;U-4->f;V) x^y) 7x-;i/) gfc$ • ■f-^iT.-f >K 

25) 2- (3- (2- (5 2- (4-^nn7x-Jl/) **^V*- 
25 ;i/-4-^;u) .xWv) 7x-^) SR-^f^f^ 

26) 2- (3- (2- (5-p<f-Jl/-2- ;V7xx;i/) jj-^y- 
)V-A-^)V) xh#y) 7xXjl/) g£g£ • ^f;VX7f^, 
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27) 2- (3- (2- (5-^^;V-2 - (3-^f^7x-^) 

28) 2- (3- (2- (5-^f-;i/-2- (4-h'J7J^o^f)l/7xz;v) 
5 29) 2 - (3 - (2 - (5-*^;W-2- (4-7;^D7xz;l/) 

30) 2- (3- (2- (5-*f-iV-2- (4-v7;7x-^) **^V*- 
^-4->f;i/) xj**v) 7x-;l/) g^gg • ^x^xZK 

31) 2- (3- (2- (5-^;l— 2- (3-xhn-4-^f;i/7x-^) 

32) 2- (3- (2- (5-^;u-2 - ( 4 -^>-^7 x-;i/) 
~;i/-4 x^y) 7x-;P) gfcgg • ^ f-^x^«f >K 

33) 2- (3- (2- (5 2- ( 4 h n 7 x-;i/) **-9-y*- 

;P-4-^;V) jih^v) 7x-^) ftR • > f-^x^-jr^ 

15 34) 5- (3- (n*7jc^;u-4--f h^v) 7jl^;u) 

35) 4- (3- (tf7x->-4 -4 fr* h*v) 7xx^) 7**VR, 

36) 4- (3- (2- (5->f;V-2-7x^W-;i'-4-'f^) 
x^y) 7x-;i/) 7*>&. 

37) 6- (3- (2- (5 -^f ^-2 - 7xx;^^fV-;i/-4 -f;i/) 
20 X^y) 7xX|P) ^^gL 

■ 

38) 5- (3- (2- (5 2 - 7x^t^ftV*-Jl'-4 -4 )V) 
xh^rv) 7xx^) s*.y?>^ 

39) 6- (2- (2- (5-^f^-2-7x-jl/t^tV-Jl'-4-'f;i') 
Xh*~» 7x-;U) 

25 40) 5 - (2- (2- (5-^f-^-2-7x^;P*4r-9-V'-;l'-4 — f ;V) 

xf^v) 7x-;w) ^y*>U, 

41) 2- (3- (2- (5->f^-2-7xz;^^tv'-;l'-4-'f)V) 
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42) 5- (3- (3- (5-^f^-2-7x^;bt^ > /-^-4-'f;i') 

43) 2- (3- (2- (5 -^^-2- (4-^fHx-)I/) t+tV- 

5 ;w-4--r;v) ^h*v) 7'jl-aO gft& 

44) 2- (3- (2- (5-^f"^-2- (4-xfiV7x^;v) 
;V-4--T;W) 7x-^) 

45) 2- (3- (2- (5 - >t 2 - (4 -"fu \£ ;i^7xi^) ^^r^V 
10 46) 2 - (3- (2- (5 -*f-)V-2- (4-^V7'nif;i/7x-;V) * * 

47) 2- (3- (2- (5 2- (4- (2-^Wnt» 7 x 

48) 2- (3- (2- (5-^^-2- (4 - t -7f^7x^;l/) 
15 V-^-4-^r^) iHv) 7x^JV) ffc& % 

49) 2- (3- (2- (5--Xf"^-2- (4 h^y7x^;U) 
-;i/-4-^;w) xh^fy) 7x-JV) gftt 

50) 2- (3- (2- (5-^-^-2- (3, 4-y7f+y7x-^) * 
WV-A'-A-JJI') x^y) 7x-Jl') gfc$ % 

20 51) 2 - (3 - (5-^^^-2-7jl-;u^^t^V-;w-4-W , ;V') p< h * 
v) 7x-;u) gfc® % 

52) 2- (3- (2- (5-^^-2-71- — >f -X- 
K*v) 7xx;i/) gfcg, 

53) 2- (3- (3- (5-^f;V-2-7x-;Vt^rtV-^-4-'f;l') 
25 7*n#*:>) 7xxjl/) B=&, 

. 54) 2- (3- (2- (2-7xX^W-^-4-^^) xb^y) 7- 
x->W ft& 
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55) 2- (3- (2- (5 -*f-;U-2 - (3-^no-4->f ;V7x^) 

56) 2- (3- (2- (5-if;i/-2-7x^^tW-^-4-'f;i') 
5 57) 2- (3 - (2 - (5-**fr^2- (4-/f ^7x^;i/) 

58) 2- (3- (2- (5-^x^-2'- (4-7DD7x-^) fr^Mf*/- 
;l/ _4_^;j / ) xl«^» 7x-;V) 

59) 2- (3- (2- (5-^^^-2- (2-^f^7x^) ^^r^V- 
10 )V-4;-s()V) z^y) 7x-^) gfcg, 

60) 2- (3- (2- (5 - (3-^f;V7x-;v) **-9-V- 
P-i-lfr) JLh*i/) 7x-;W IH& 

61) 2- (3- (2- (5-*^)U- 2 - (4-h'J7;^n^f^7i-^) 
**-9"V-A'-4-'f*) 7x-;l/) ft®, ' 

.15 62) 2- (3- (2- (5-^^^-2- (4-7^D7x-^) 

63) 2- (3- (2- (5 -*f->U-2- (4->7;7x-^) ^^r^V- 

64) 2- (3- (2- (5 2- (3--fo-4-^f;V7x-;l/) 
20 *WS-*-4-<<*) xF^y) 7x-;V) 

65) 2- (3- (2- (5 -^f-^-2- (4 -^Vf^7x-^) 
-;U-4 xKv) 7x-;l/) ft®, 

66) 2- (3- (2- (5-^^-2- (4 Fn7x-^) t^V- 

;U_ 4 _^;p) xh^fy) 7x-/U) 

25 67) 2 - (3 - (2 - (5 -*f-/U-2 -7xx;i/t^rt7*-^- 4 -4 *) 
if^f*) 7x-;i/) • ptf-^X^f^K 

68) 2- (3- (2- (5-^f^-2-7xz;l/tW-;l/-4-^;V) 
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5 1) 2- (3- (4- (4-^f^7xC^) f7/-;i/-2-^;V^h^ry) 

2) 2- (3- (3- (lf7x-jl/-4-'f^h^v') 7i-;l/) yntf;v^ 

3) 2- (3- (3- (4- (4-^f;l'7x^;i/) f-T 2 ->f )V* Y 

4) 2- (3- (tT7jczi;i/-4-^;i,^ }.^v) 7 jl^x;1^ f-;l/-7-*) gfc$ . 

5) 2- (3- (2- (5-^f;i/-2-7xx;|/tW-;i/-4-'f;l') i 
15 6) 2 - (3 - (3 - (2 - (5-^f;l/-2-7x-;i/t^ty-;l'-4-'f 

7) 2- (3- (2- (tf7xx;i/-4-^v) ih*i/) V jl =. )V * )V *f- *) 

8) 2- (4-^dd-3 - (2- (5-^fil/-2-7xxWHy-^- 
20 4-^;l/) xh^fv) Tx-ZM^?-*) SS^f^x7f;k 

9) 2- (4-^oo-3- (4- (4-^f^7ix;i/) ^ 7v r_ ;U _ 2 -^ 
>M h*v) 7xxwf;bft) SK^f^xxr^ 

10) 2- (3- (ti*7xx/u-4 -^f;i^ h^v) -4-^OD7x-)Mf 

25 11) 2- (3- ( (2 E) - 3- (tf 7x-;P- 4 ;V) 7*n^-;i/^-^v) 
7x^;i/pt^;i/^*) ^f^r^ 

■ 

12) 2- (3- (3- (t'7xxjl.- 4 — T ^) yn^y) 7xxWf;v 
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13) 2- (3- (^7x^-4-^ fcTV v'v-s-'f ^-T^ 

14) 2- (3- (4' -7 > nt>tf7x-]V-4-'f;M b^rv) 7i-JM 

15) 2- (3- (4- (tf V v>-4 --f^) 7x-^^ Ky) 7i-^^ 

16) 2- (3- (4- (tTV v>-3 -4*) 7xzw F^y) 7x^;M 

10 17) 2- (3- (4- (1, 3 5-4 *) 7i-J^ b 

*v) 7x^>l/**;i^*) ft®? • p<f-;l/jL^r;K 

18) 2- (3- (4- (tf'j v^-2 -'ffl') 7i-)M 

19) 2- (3- (4- (1, 3->?t*t'f>f^-4->fA') 7 h 
15 ^fy) 7x^;MWt)ft|^f^f)l', 

20) 2- (3- (2-7x-^f77-^- 4 — f^h^v) 7x-;M f- 

21) 2- (3- (2- (5 -^f-^-2 - (4-^f;V7x-^) ***tV- 
20 22) 2- (3- (2- (2 -7x-^f 7 , /-A'-4 —HA') xf^rv) "7 x 

23) 2- (3- (2- (2-7x^tW-^-4-'f^) J-h^v) 7 

24) 2- (3- (2- (5 2- (1, 3 — ?**1M :^>- 5 - 

25 >f>U) **^V*-;l'-4 ->f /I/) X^^y) 7 jl-)U*J-JU?-*) gfc& • * ^ 

25) 2- (3- (5-^f^-2-7x-fl/t^tV-;i'-4-^M h^rv) 
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26) 2- (3- (3- (5-^f^-2-7i-Wn/-^-4->f^) 

t 

27) 2- (3- (2- (5 (2-^f^7x^) t^V- 

28) 2- (3- (2- (5-^^;l/-2- (3-^f^7x-M *3r-9-V- 

29) 2- (3- (2- (5-* (4->^y7x-^) sMMf-*/ 
10 30) 2- (3- (2- (5-^f;l'-2-7x-;Utirt > /-^-4-'f;V) 

31) 2- (3- (2- (5-^f;V-2-7x^t^t > /-;l/-4-'f^) 

32) 2- (3- (2- ( 5 - ^ f 2 - 7xz;H^tV-;v - 4 - ^ ;v) 
15 -l-^JWE.^v) 7x^^fW) • ^f;i/x^f^ 

33) 2- (3- (2- (5-^f^-2-7x-^t^7*-^-4-'f^) 
7*o^y) 7x-;Mf^ft) INK- *^;Ux*f-;K 

34) 2- (3- (2- (5-^f^-2-7x-Wt , /-^-4-'f^) 

20 35) 2 - (3- (2- (5-^;i/-2- (4 -if;l/7x-^) 

^_4_^;u) x^y) 7x^;Mf^f^) ffc$ • > -^vx^-r^K 

36) 2- (3- (2- (5 -^f-;U-2 - (4-yn^7xX^) 
-;U-4-^f;i/) xf^fy) 7x-^^fW) ftK-^f-^^f-^ 

37) 2- (3- (2- (5-^f-;w-2- (4 -4 Vfu 

25 tv*-;i'-4-^;i') xh^y) 7x-;Mf;i/ft) gfc$ • ^;i/xax;k 

38) 2- (3- (2- (5->f^-2-7xz;l/f7V-;v-4-^^) ol 
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39) 2- (3- (2- (5-^^-2- (4-^7x^M 

40) 2- (3- (2- (5-if;i'-2-7x^tW-^-4-'f;i/) 
5 41) 2- (3- (2- (5-^^-;W-2- (4-^W7xz;v) 

42) 2- (3- (2- (5 -ptf-^- 2 -v^ n^^ri/;Ut^r^V~;i,-4 - 

43) 2- (3- (2- (5 2 - (4- (2-^WDt» 7i 

44) 2 - (3- (2- (5 -^f^- 2 - (4- t -7*f^7xz;i/) jJ-^-fr 

V-;w-4-^;w) xf^v) 7x-;v^f;i/ft) ftK-^f-^Mr^ 

45) 2- (3- (2- (5 2 - (4-y^DA^y;i/7x^^) * 
15 ** % /-A'-4 —4 As) xf^y) 7xx;M Wt) Sfcgt • P^^Ji* f 

46) 2- (3- (5-^f-;i^-2- (1, 3-v**-*M >y>-5-J )V) 

20 47) 2 - (3- (5 -^f-^-2 - (4-^f 7 7*oi;>7xx^) jj-^-y- 

48) 2- (3- (2- (4 -^f n/- 2 - 7xx^tn > /-;V- 5 - 'f ;H 

49) 2- (3- (2- (5-^f-;l/-2- (3, 4-yV f^rv7x^jl/) * 

50) 2- (3- (2 - (5-^f^-2-(4-^f^^7y>-l-^f^) 
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51) 2- (3- (2- (5-^^-2- (tfVy>-2-^;W) 

5 52) 2 - (3 - (2 - (5 -^f-^-2- (ft7x>-2-^f^) 

53) 2- (3- (2- (5 2- (4-^W$;7x^) * 

^r-9-V-;u-4 -4*) xKv) 7i-W f-^f-*). gfc^ • *f-;Wc.*T 

10 54) 2- (3 - (2 - (5 -*^-2-v?n^>^*^y-;U-4 - 

55) 2- (3- (2- (5 -^f^-2-v?nynif^*^y-;i/-4 - 

+ 

56) 2- (3- (2- (5 2- (4- (1, 2, 3-f75?7 < /- 

57) 2- (3- (2- (5 -^f-^-2 - (4- (4-^f-^-l, 2, 3- 

f7y'7V-;v-5-'fii') 7i-;i') a-***/-*- 4 -4*0 X^y) 

20 58) 2- (3- (2 - (5->f-;V-2- (7 7>-2-^^) Jr^V-fr 
-4-4)1,) x^y) 7xx;Mf;l/ft) ftg^f^x.^f^ 

59) 2- (3- (2- (5 2- V 5»- 4 ->f )V) f^W- 

;i,-4-xf;u) xKv) 7x->Mf-fl'?-*) • * ?-;1/.x.Xt/k 

60) 2- (3- (2- (5-^f;V-2-7xxWW-;l'-4-'f^) 
25 xf^y) 7xx;Mf^y) gfc$ • t -r-^J^rJK 

61) 2- (3- (2- (5-^f-^-2- (fcf V v^-3 
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62) 2- (3- (4- (4-^f*7i-^) f77-;P-2-^;M h*v) 

63) 2- (3- (3- df7i-;V-4-^;Wp< h^rv) 7x-;V) 7nif* 
5 64) 2- (3- (3 - (4- (4-^f-^7x-^) f-TV-^- 2 — f 

65) 2- (3- (t*7x^;i/-4-'f;M h^rv) 7 X-/I,* ^;i/f-*) 

66) 2- (3- (2- (5-^^^-2-7jc-^^-^^y-;l/-4--f ;l/) 

10 67) 2 - (3 - (3 - (2 - (5-^fJl'-2-7x^l/t+tV-;i'-4- 

68) 2- (3- (2- (lf'7x^-4-^) i^y) 7i-;Mf;i/f 

69) 2 - (4 - (2 - (5 -^^;P-2 -7x^;^+ty-^ 
15 —4 — f >»U) xl>4y) 7x^)Mfm) gfc^ 

70) 2- (4 -^nn-3 - (4- f7V*-;V-2- 

71) 2- (3- (£7x-;V-4 — f h+y) -4-^DD7x-;Mf 

20 72) 2 - (3- ( (2 E) -3- (if 7x^-4 7*n^;u*i|r>» 
7x-WfW) 

73) 2- (3- (3- (tf7x-;i/-4-^^) 7"D^y) 7x-Wf* 

74) 2- (3- (b*7x-;l'-4-'f;M^y) t''Jy>-5-^^;V 
25 ft®?, 

75) 2- (3- (4' -7DH , ;l/tf7x-;P-4 7x-;^ 
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76) 2- (3- (4- (tfy v > - 4 - -f ;W 7iiW 1>^'» 7i-;M 

77) 2- (3- (4- 7x-Wl>^y) 7x^)^ 

5 78) 2- (3 - (4- (1, 3-y***M >^>-5-^ ;W) 7x-)M h 
*v) 7i-;i/p<^;i/f-^) 

79) 2- (3- (4- (If V ¥>-2 — i 7i-;M h^y)7x^;V^ 

80) 2- (3- (4- (1, 2- 9 J**V"( As) 7jl-)\s* y 
10 ^y) 7z^WfW) g£It 

81) 2- (3- (2-7x-;i/f7^-;v-4-^M h^y) 7xz;Mf 

ml 

82) 2- (3- (2- (5 - 2 - (4 -^^;W7jl^;v) **-9-V- 
15 83) 2- (3- (2- (2-7x-WV-^-4-'f;V) x^y) 7x 

ML 

84) 2- (3- (2- (2-7x-W^rty-JV-4-^^) X^y) 7 

ML 

85) 2- (3- (2- (5-^f-^-2- (1, 3 - 5 - 

20 W*) ^4r^V-^-4->f ;W) X^y) 7xx;Mf;Vft) 

86) 2- (3- (5-^f;l'-2-7xx;Vt^ty-;l,-4-^v^ h**s) 

87) 2- (3- (3- (5-P<?-;t'-2-7iXWV*^y--;l'-4-'Ol/) 

7*o^y) 7ixWfW) ml 

25 88) 2 - (3- (2 - (5 2 - (2-^f;i'7xx^) * ^ ^ y _ 

89) 2- (3- (2- (5-^f;W-2- ;V7xx;l/) j^^y- 
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; i / _4_^;v) x^y) 7x-;Mf;vft) ft®, 

90) 2- (3- (2- (5-***-2- (4-n+v7x^) **-9"V* 
-;i/-4->OU) x^y) 7x;jl/^fWt) ft®?, 

91) 2- (3- (2- (5-^f^-2-7x-;i/tny-^-4-^) 
5 -5-^nn7x-;MWi) ft®, 

92) 2 - (3- (2- ( 5 - ^f 2 - 7x-^t^fty-;K 4 ^) 
xf^i/) -2-^f^7x-WfW) ft®, 

93) 2- (3- (2- ( 5 - ^f 2 - 7x-;i/t^rt > /-^- 4 -f^) 

-l-^f^xf^v) 7i-;w>^;w^^) ft®, 

10 94) 2- (3 - (2- (5-^f-^-2-7xxW^rt^;l/-4 — f /U) 
?Utf*l/) 7x^;Mf)I/ft) ft®?, 

95) 2- (3- (2- (5-^^-2-7jl^;V**^V-;1'-4--<;1') 
xKv) 7xx;Mf;l.ft) yoA'^.,t f'J-)^ 

96) 2- (3- (2- (5->f-^-2- (4-xf;i/7x^) 
15 JU-4-4A') ih4r'» 7x^1/^^^) ft®, 

97) 2- (3- (2- (5-^^-2- (4-7'Db>7x-^) 

98) 2- (3- (2- (5-^;u-2- (4 - W V7*n fcT;W7x-;l/) 
■9"V-;W-4 -4 IU) ih4r^) 7x-WfW) ft®, 

20 99) 2 - (3 - (2- (5-^f^-2-7x-WV-/l'-4-'f^) x 
h*v) 7xx^^Wt) ft®, 

100) 2- (3- (2- (5 (4-7'f^7xXJl/) ^^r^V- 
)V-4--()U) Xh4r"» 7x^^W*) ft®, 

101) 2- (3- (2- (5-xf;v-2-7x-^tH7-;i/-4-^V) 
25 xKv) 7x-WWt) ft®, 

102) 2- (3- (2- (5-*f-;i'-2- (4-^>f;i/7xx;i/) :**-9-7* 
-)V-A — fA/) xf^y) 7x^il/^Wt) ft®, 
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103) 2- (3- (2- (5 2 - y^nA^y;i/t^V-^-4 - 

104) 2- (3- (2- (5 -^^-2 - (4- (2->Wo^) 7i 
-AO •fry-*- 4-4/10 x^y) 7x-;Mf^ft) g|;& 

5 105) 2 - (3 - (2- (5 -^f-*-2- (4-t-7*f^7x^) **-9- 

V-;i/-4-4/i0 x^y) 7x-WfHt) ffe&, 

106) 2- (3- (2- (5 2- (4-'>^n^\^ri/;l/7x-;W * 
^-fr*/-*- 4-4*) xf^» 7x^WWi) ftBL 

107) 2- (3- (5 2- (1, 3 -S>**-fr4 >*">-5 — fA>) 
10 t^t7-^-4->f^h^y) 7xX)Mf;Vft) Sl> 

108) 2- (3- (5 f-^- 2 - (4-'fvrnt:>7x-;u) **-frV- 

109) 2- (3- (2- (4-^f^-2-7xxWr/-^-5-'f^) 

15 110) 2- (3- (2- (5 2- (3, 4-vpt h*y7xx^) * 
*-frV-;t/- 4-4/10 xh^y) 7xx;MfW) 

111) 2- (3- (2- (5 -^f-^-2 - (4 -ff-frM^Vy- 1 -4*) 
^-^r^y-;w-4 — f/lO x^y) 7i-Wfm) ff?& 

112) 2- (3- (2- (5-^*-2- (tTV v>-2-4/l0 **-frV- 
20 *-4-4;l0 ^b*v) 7xz;MWi) H=®l 

113) 2- (3- (2- (5-^*-2- (f*7x>-2 -4 AO **-frV* 
-;U-4->f;l/) x^«» Ta^Mf-**-*) g£$ % 

114) 2- (3- (2- (5-^f-;U-2- (4-v7W^7x-^) * 
25 115) 2- (3- (2- (5-^;U-2-v*n^>f-;i/*4r-fry*-;u-4- 

116) 2- (3- (2- (5 ->f-*-2 -v^nyntf***^/-*^ - 
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117) 2- (3- (2- (5-* f-*- 2- (4- (1, 2, 3-f7v7V- 

5 118) 2- (3- (2 - (5-^f*-2- (4 - (4->f*-l, 2, 3- 

119) 2- (3- (2- (5-^f"^-2- (77>-2-'f^) **-9-V-;i/ 
10 120) 2- (3- (2- (5 ~^f-;U- 2 - (if 'J S J>- 4 -*f ;P) 

;i,-4--f;u) x^y) 7i~;u^f-;wf-*) BHt 

121) 2- (3- (2- (5-^f^-2-7xxWHV*-^-4-^^) 
xf+y) 7i-W h*v) gfc&> 

122) 2- (3- (2- (5 -*f->U-2- (If V 3 — f ^) *3^V*- 

15 4--Oi') Jif+v) 7x-;u*f ;i^*) 

123) 2- (3- (2- (5-^f^-2-7xX^tW-n'-4->f^) 
xf^fy) 7i-;Mfm) - 2 - ^ f ^^D/r/ft . if ^x^f ^ 

124) 2- (3- (2- (5-^f- ^-2-7ix^W-^-4 -4 fr) 

20 125) 2- (3- (2- (5-^f;U-2- (1, 3 -v**^ 5 - 

>f^) * *W-A>-4-4*') xfJfy) 7x-;U^H4rv) gfc& • t -7* 
f;i/x^f;K 

126) 2- (3- (2- (5-^^-2- (1, 3 - V***M > ?>- 5 - 

t^-9-V-;u-4-^;w) x^y) 7x;wt-^» gfcg, Sfctt 

8 . it&m-hK 
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1) 6- (3- (4- *-7 % /-A'-2 -4** b*v) 

2) 4- (3- (4- (4-^Wx-;V) f7y-;V-2-^Mh^rv) 
5 3) 6- (2- (4- (4 -^f-^x-Jl/) f-T % /-^- 2 -4 h *v) 

4) 2- (5- (kf 7xz)P-4 -4 h*v) - 2 h D7xxw f->U 

5) 2 - (3 - (tT7x-;l/-4 -^f;Vp« b*v) -4-- FD7x-JM f-;W 
10 ft) ftS-^f^iXf^ 

6) 2- (3- (2- (5-^f;w-2- (4 - h D 7 ;u * a ;W 7 

7) 2 - (3 - (2 - (5 - ^;i/-2 - (4-7W7x-JI/) 

15 ;W-4 -"OW 7*. — ftg| . ^■f-)VJL^-r)V s 

8) 2- (3- (2- (5 - ^^;V-2 - (4-^DD7xi^) 

9) 2- (3- (2- (5-*f 2 -7x-W^tV-;V- 4 -'f M x 

20 10) 2- (3- (2- (5 -^-^^-2- (4 -- fD7xXjV) ^^y- 
;i/-4->f;l/) ih^rv) 7x^JMWi) ftfg • ^WC^y- ;K 

11) 2- (1- (3- (2- (5-^f^-2-7x-71/tW-^-4 - 

12) 2- (3- (2- (5 - f 'J 7^n^f;P- 2 -7x^t^tV-^ 
25 -4-^f;W) -Xh*v) 7x-;Mf^ft) g£g| • * ^frZ-Ts-rH/^ 

13) 2- (3- (2- (5-^;U-2- (2, 2->'7;i'tn-l ) 3-v 

242 



WO 99/46232 PCT/JP99/01134 

14) 2- (3- (2- (5-^f-;l^-2- (2, 3, 5, 6 -r h 7 7;t/* o 
5 15) 2 - (3 - (2 - (5-^f^-2 - (3-^nn-4-^f^7ix;i/) 

16) 2- (3- (2- (5 2- (4- hV7^tn> F + y7i- 

10 -z^-r^ 

17) 2- (3- (2- (5-^^-2- (3, 4, 5-f'J^h^y7xX 
to) t*ty-^-4 — f^) x^y) 71-^^*1 Bf^-^f^ 

18) 2- (3- (2- (5 -^f-^-2 - (4-^Wt7x^;l/) 

19) 2- (3- (2- (5-^^-2- (3-xfn-4-^f^7x-;v) 

4 -4 )V) x^y) 7i-;Mfm) ftBfc • -*-7-*x* 

20) 2- (3- (2- (5-^-f^-2- (1, 3 >^>-5 - 

20 -f;w) ^^-9-y*-;w-4--f;v) x^y) 71-^) gfclfc • ^f-^x^f^K 

21) 2- (3- (2- (5 2- (3, 4, 5-hV^h4rv7i- 

22) 2- (3- (2- (5-^^^-2- (4-PJ7^D> h^y7xx 

25 23) 2- (3 - (2- (5-**-*- 2 - (2, 2-^7^o-l, 3-v 7 
**4M>y>-~5-<{A') **ir/-A'-4 -4 )V) x^y) 7x^) 
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24) 2- (3- (2- (5-^^-2- (4- b'J7**n> Wt7x 

25) 2- (3- (2- (5-*^l/-2- (4->7;7x-^) 

26) 2- (3- (2- (5 2 - (4-y70A^ y ;V7x-;i/) * 

27) 2- (3- (2- (5-^f-;W-2- (4-y7f;i'7U7xx;V) * 
3MJ-V-;U-4-'Ol') X^y) 7x-^) HU-^f^x^f^ 

10 28) 2 - (3 - (2- (5 2 - (f t7x>-2-^^) *^r^V 

x^y) 7x-)l/) ^^.x^f-IK 

29) 2- (3- (2- (5-^^-2- (77>-2-^f^) *4MJ-V-;V 
-4--f;V) ^h*v) 7x^) • *?^Kx..Xf >K 

30) 2- (3- (2- (5 2- (H*'Jy>-2-'f^) 

15 ;i/-4-^f;w) xh^fy) 7x-^) g^g? • pi^;i/jij2 > r;K 

31) 2- (3- (2- (5-^f-;V-2- (4 1, 2, 3-f7y 

32) 2- (3- (2- (5-^f-;V-2- (2, 3, 5, 6-fl>77;Vto 
20 - 4 - ^f^7x^^) -4 ;U) x h^y) 7x^1/)^- 

33) 2- (3- (2- (5-*^-2-v*n^*v;i'**^V*-fl'-4 - 

34) 2 - (3 - (2 - (5-^f-^-2-v^n^>^;i/^-i|r^V r -;V-4 - 

25 >f x^y) 7x-;i/) ftlfc- *-f/ux*x;K 

35) 2- (3- (2- (5-^f-;v-2- (l^Jy^-3-^) **-9-y*- 
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36) 2- (3- (2- (5 2- (If V v>- 4 ->f ;V) **^V*- 

37) 2 - (3 - (2- (5-^f"^-2- (4-^f*^?^V-l -'OP) 
5 38) 2 - (3 - (2- (5 -^^^-2- (4 -*^;l/^*7 x-;l,) ^-^-^ 

39) 2 - (3 - (2- (5-^f;l'-2-y^n7 , ok>t^tV-^-4- 

40) 2- (3- (2- (5-^f-;V-2- >- 2 ->f ;i/) *3r-9-V- 
10 )V-4-y()\,) 7i-;l/) ftK-^W7f^ 

41) 6- (3- (4- (4-^^;1^7ji-^) f77-^-2-^;M Kv) 
7x-)l') ^"fr^ 

42) 4 - (3 - (4- f7 , /-;l'-2-'f;M h*v) 

15 43) 6 - (2 - (4 - (4-^Wx-fl/) f 77-;V-2 ->f;V^ b^y) 
7x-^) A^'tvR, 

44) 2- (5- (tT7x-;|/-4-^;Wpt h^ry) -2--l>07x^Mf 

45) 2- (3- (lf7x-^-4 -"f^* F^y) -4--l>D7x-Wf 
20 BH& 

46) 2- (3- (2- (5-^^;U-2- (4 - F 'J 7^tn^f ;i/7x-;V) 
*^r-9-y-;i/-4--f xh^ry) 7x-;i^ f-;i,^*) gfcg^ 

47) 2- (3- (2- (5-^^-;U-2- (4-7^D7x^) ir^V 
- )l, - 4 - j )],) x^y) 7xx;MfW^) 

25 48) 2 - (3 - (2- (5-^f-^-2- (4 nn 7x-;u) ^-^y- 

;i,_4_^; 1/ ) ifs^v) 7xxWWt) ff&; 

49) 2- (3- (2- (5 - ^f 2 - 7x^t^ty-;V- 4 - ^f ;P) 
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50) 2- (3- (2- (5-^-7-A— 2- (4--fn7x-^) ^-^y- 

51) 2- (1- (3 - (2- (5-^f;V-2-7x-^t^t/-;i/-4- 
5 xK«» 7i-^) JL^)Vf-^) ft|£ N 

52) 2 - (3 - (2 - (5 - h 'j 7A/*o^?-A'-2 -Ti-WW-A' 

x^y) 7xx;v>f;vfi) ft$ % 

53) 2- (3- (2- (5 ->f-;u-2- (2, 2-yWn-l, 3-v 

^^•9--T >^>-5--f AO ^^r^V-;W-4 -> fAO ^h^rv) 7x^)M 
10 ft®, 

54) 2- (3- (2- (5-*^A—2- (2, 3, 5, 6-f f77^D 
-4-^f^7i-;V) **/9-V*-A'-4 — f ^) x^v) 7x-JMf;l/ 

ml 

55) 2- (3- (2- (5-^f-A--2- (3 - *nn-4 -^f^7i-;b) 
15 4 -4*) xf^» 7x^*> 

56) 2- (3- (2- (5-*f-A/-2- (4-HJ7^o^ h^rv7xx 
AO **"9-V-A'-4->f AO x^y) 7 

57) 2- (3- (2- (5-^f-A— 2 - (3, 4, 5-F'J>h^y7xx 
AO *^r-9-V->U-4 — >f JW> x^v) 7xx;Mf;i,ft) ft®?, 

20 58) 2- (3- (2 - (5-*^A—2- ( 4 f-^f-* 7 jl-*) 
V-;U-4 -4 AO Jih^fv) 7x^WfW) ft®?, 

59) 2- (3- (2- (5 -^f-;U- 2 - (3 h n-4 -*+fr'7 x-AO 

fr- A -J )V) Xh^fy) 7x-** 

60) 2- (3- (2- (5-^f-;u-2- (i, 3 - y y>- 5 - 

25 4 AO 4 -4*) x^y) 7x-A0 ft$, 

61) 2- (3- (2- (5 2 - (3, 4, 5-h'J^f^y7xx 
A/) *^MJ-/-;u_4 ->TA0 xh+y) 7x-)P) ft®?, 
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62) 2- (3- (2- (5 2 - (4-fJ7;^D^ b^y7xz 

63) 2- (3- (2- (5 2 - (2, 2-y7^o-i, 3-v 

5 

64) 2- (3- (2- (5 -^f-^-2 - (4 - b V 7^n^fHt7i 

65) 2- (3- (2- (5-^f-^-2- (4 -v7V 7i-*) **"9-V- 
)V-4-y{)V) X ). if y) 7x-;i^^;t^*) Bfc$> 

10 66) 2 - (3- (2 - (5 -^f-^- 2 - (4 - n^* v;P7 jl^;P) * 

67) 2- (3- (2- (5 -^f-^-2 - (4-y^ W^7x-;v) * 
^■9-V-;w-4-^r^) xfifv') 7i-)V) ftgL 

68) 2- (3- (2- (5-^^-2- (^*7aL >- 2 --OW) 
15 -)U-4-j)V) x^y) 71-^) 

69) 2- (3- (2- (5 ->f-^-2 - (7 7 > - 2 ->f ;>) 
-4 x^y) 7i-iP) 

70) 2- (3- (2- (5 2- (f; v^-2->f ^) ^^V- 
20 71) 2- (3 - (2 - (5 ~^^-)V-2- 2, 3-f7y 

7v r_ ;l ,_5_^^) ^.^ : /_;i / _4_^;p) JCjs^v) 7i-7W) 

72) 2- (3- (2- (5-^;V-2- (2, 3, 5, 6-ff77;i'tD 

4 

-4-^f^7x-)P) ^^^V-;p-4--f ;v) xh^v) 7i-;i/) ffc&, 

73) 2- (3- (2- (5-^^;V-2-v^n^^v;i/^-^r-9-V-;i/-4 - 
25 -OH i^y) 7i-^) fttt. 

74) 2- (3- (2- (5-^f L ^-2-v^D^>^;U^^r"^V-;i'-4 - 
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75) 2- (3- (2- (5 2- ( \£ V V >- 3 ->f fr) 

76) 2- (3- (2- (5 2- (IfV 4 — f JU) 

77) 2- (3- (2- (5-^^;W-2- JH^^7V>-1 ->f;P) 

78) 2- (3- (2- (5 2- (4-^fW7x-;l/) 

V-;i/-4--f;v) ih^y) 7x-;i/) ft®, 

79) 2- (3- (2- (5-^^;V-2-v^n7 p nif;i/^^-9-y*-;u-4 _ 

>f /U) X^y) 7x^) 

80) 2- (3- (2- (5-^^-2- V >- 2 -4 )l) **^/- 

81) 5- (3- (2- (5-^f;i'-2-7x-^W-^-4-'f;v) 
-Xh*v) 7xx;v) -2, 4-f7V*Vy>y^A 

82) 2- (3- (2- (5-*^;U-2- (3 - h V 7^*13.* h^>7xx 

83) 2- (3- (2- (5 -^JU- 2 - (2 - h V h ^y 7i - 

84) 2- (3- (2- (4-^^)^-2-y^—^t^y-)U-5-^)V) 

85) 2- (3- (2- (5 2 - (3-FV7^tD^ h^«>7x- 
^) ^^•^V r -;W-4--r;l') X^y) 7x-^) gfcg % 

86) 2- (3- (2- (5-^^-2- (2-f'j7^n^ f^y 7 xx 

Xh^y) 7xx^) S=g^ 

87) 2- (3- (2- (4-^5 L ;w-2-7i-;W^-4r-9-V-;w-5->r;u) 
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Sequence Listing 
<110> 0N0 Pharmaceutical Co., Ltd 

<120> Carboxylic acid derivatives and medicines containing the same as the active 
ingredient 

<130> 0NF-2923PCT 

<150> JP 10-058444 
<151> 1998-03-10 
<150> JP 10-087560 
<15l> 1998-03-31 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
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<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Yal Pro Asp Tyr Ala 
1 5 
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rxj ffiztm<DhzxWiV$><DX % m 

j: o r it sm* # * v > t % * e> tu * 

r&j Br-/^^h7T« y-XR 
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